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960. Air Sterilization in an Infants’ Ward. Effect of 
Triethylene Glycol Vapor and Dust-suppressive Measures 
on the Respiratory Cross Infection Rate 

§. KRUGMAN and R. Warp. Journal of the American 
Medical Association [J. Amer. med. Ass.\| 145, 775-780, 
March 17, 1951. 7 figs., 12 refs. 


The incidence of cross infection was compared in 
two children’s wards, identical in structure, in one of 
which the atmosphere was charged with triethylene 
glycol. The general ventilation allowed for three changes 
of atmosphere per hour. Observations were continued 
for a year and there was a higher incidence of cross 
infection in the control ward. As the action of tri- 
ethylene glycol is much less against dust-borne bacteria, 
measures were taken to oil the floors and linen in the 
test ward in addition to the liberation of triethylene 
glycol for a further period of a year: the incidence of 
cross-infection was found to be the same in the two wards. 
The authors concluded that the greatest risk had been 
from contact [? droplet] rather than airborne infection. 

Scott Thomson 


861. Continuing Nursing Care for the Small Infant 
Discharged from Hospital 
W. S. Cratc, G. A. KitcuHina, I. G. Davies, and C. F. 
BROCKINGTON. British Medical Journal (Brit. med. J.| 1, 
1234-1236, June 2, 1951. 


The paediatricians and the Medical Officers of Health 
of Leeds and the West Riding have together developed 
anew form of organization for continuing the nursing 
care of the newborn infant discharged from the maternity 
hospital. The motive has been to enable small babies, 
in hospital because of illness or circumstances of birth, 
to be discharged home with the minimum of delay. 
The method is for the paediatric registrar to inform the 
supervisor of midwives by telephone of the impending 
discharge of a patient suitable for continued nursing. 
The nurses are chosen from a team of trained midwives 
employed whole-time on the follow-up care of infants 
included in the scheme: these nurses have also had 
special experience in the domiciliary care of premature 
and ailing newborn infants. They visit the maternity 
hospital before the infant is discharged, and the home 
before, and very soon after, it arrives. The family 
doctor receives a clinical summary from the hospital and 
is informed by the nurse of the infant’s arrival home; 
she also attempts to be there when he makes his first 
Visit. The frequency and duration of visiting are 


dictated by the needs of the case and may be as often as 
M—Q 


several times daily and for as long as 6 weeks. The case 
is finally handed over to the care of the health visitor. 
Mention is made of periodic meetings between the 
nurses and the paediatric staff to assess the results of the 
follow-up care and to facilitate discussion. [It is to be 
regretted that the family doctor is not included.] At 
first the experiment was confined to the city, and when 
extended to the country new problems of distance and 
distribution of services arose, the county supervisor 
of health visitors becoming responsible for visiting the 
hospital and informing the health visitor allocated to 
the case of the details. Some infants who have been 
admitted to the general hospital from the maternity 
hospital are also cared for in this scheme after discharge. 
Of the 225 babies dealt with, premature babies, those 
with incompletely solved feeding problems, survivors 
of a stormy neonatal course, and those suffering from 
localized superficial infections, that do badly in hospital, 
made up the majority. The advantages to the mother 
and child from such a service are many and significant, 
but emphasis is also placed on the stimulating and 
educational effect that the work has on the nurses and 
doctors, as well as on the reduction of pressure on the 
work of the maternity hospitals. David Morris 


862. The New Rat Poison * Warfarin ” and its Practical 
Application. (Det nya rattgiftet Warfarin samt dess 
praktiska anvandning) 

B. KJELLANDER and O. Astrém. Hygienisk Revy (Hyg. 
Revy] 40, 137-145, April, 1951. 9 figs., 6 refs. 


The authors report a laboratory and field investigation 
of a dicoumarol derivative, ‘‘ warfarin”, which has 
recently been introduced as a rat poison. Repeated 
administration of the poison is necessary for it to be 
effective, but this causes no difficulty in practice as the 
rat is not deterred from further consumption after 
sampling it once. No prebaiting is required. The 
bait is best incorporated in a farinaceous base in a 
concentration of 25 to 50 parts per 100,000. The 
placing of each bait must be carefully charted, and baits 
should be examined at 24- or 48-hourly intervals. The 
operation can be considered completed when there has 
been no consumption of baits during 4 to 7 consecutive 
days. Excellent results were achieved in dwellings and. 
cellars, on farms, and on a refuse dump. 

The risk of accidental poisoning of small children and 
domestic animals is said to be very slight, while the 
administration of vitamin K acts as an immediate and 
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potent antidote, but in dwellings and other places to 
which children and pets might have access care must 
be taken in the placing of baits and warning notices 
must be displayed. W. G. Harding 


863. The Experimental Use of Insecticidal Paints in 
Passenger Railway Vehicles. (Onbit npHMeHeHua Macna- 
HOH KpaCKH B >KeCTKHX Macca- 
BaroHax) 

P. I. NrkiTIN and N. I. FomicHeva. 
TapHa [Gigiena] No. 2, 54-55, 1951. 


Experiments were made with DDT mixed with various 
paints and in various strengths, in the hope that such 
preparations would keep passenger coaches free from 
vermin. When 5% DDT was made up with an oil paint 
and applied to all the interior surfaces of a coach the 
insecticidal effect was considerable for as long as 10 
months. The coach was sent on many long journeys 
during this period and was in almost continuous use. 
If paint was used containing 10°, DDT, then a consider- 
able amount of this worked through to the surface and 
caused a mouldy appearance after 3 months in use, 
though the insecticidal power was as marked as in the 
first wagon described. 

A control wagon, travelling as far as the other two, 
was disinfested with naphthalene and sulphur dioxide: 
bugs were found after each journey. Insecticidal paints, 
to be effective, must be applied to all the exposed surfaces 
of the coaches in a thorough manner. G. C. Pether 


864. Mass Radiography Findings in the Northampton- 
shire Boot and Shoe Industry, 1945-6 

A. Stewart and J. P. W. HuGues. British Medical 
Journal [Brit. med. J.] 1, 899-906, April 28,1951. 13 refs. 


This important paper analyses mass radiography 
(M.R.) findings in the boot and shoe industry in com- 
parison with those obtained in other industries (engineer- 
ing, clothing, leather dressing) and in professional 
occupations. The population under review has been 
divided into two age groups for each sex: under 35, and 
35 and over. The average “‘ coverage ’’ (the percentage 
of the total number of employees attending the surveys) 
was approximately 70%. [This implies that a signi- 
ficant number of tuberculous persons may have been 
missed (Bradbury, Lancet, 1948, 2, 293).] The authors’ 
finding that there is a relatively high incidence of active 
and of quiescent tuberculosis among factory operatives 
in the boot and shoe industry, the incidence varying 
directly with the size of factory, and their conclusion 
that this industry attracts men of poor physique are 
derived from a detailed statistical analysis of all the 
relevant factors, obtained from the examination of 
18,660 employees of boot and shoe factories and of 
23,738 subjects drawn from other occupations. 

The paper [which repays reading in its original form] 
records a wide range of interesting and significant find- 
ings. The epidemiological significance of ‘* quiescent ”’ 
and of previously notified cases is brilliantly demon- 
strated. It is clearly established that ‘‘ the incidence 
of active tuberculosis was a function of factory size’”’. 
The importance of droplet infection amongst fellow 


workers is emphasized by unequivocal evidence of 
the dependence of new infections on “room distri. 
bution”. The preference of tuberculous subjects for 
the lighter type of work within the industry is also 
shown. This paper not only _ reveals Statistically 
significant facts about the incidence and the age and sex 
distribution of tuberculosis in boot and shoe operatives 
as compared with other workers, but it also contains new 
and most valuable suggestions as to how the MR. 
service could be more usefully employed: in addition 
to simple case-finding, M.R. could and should make 
an important contribution to epidemiology and to 
environmental research with the aid of specially trained 
workers. M.R. could, in fact, substantially further our 
knowledge of ** social pathology *’. 

[A more economical and systematically planned use 
of M.R. and its direction towards specific targets rather 
than towards “ routine surveys” have been suggested 
elsewhere (Hoffstaedt, Lancet, 1947, 2, 955: ibid, 1950, 
2, 756).] E. G. W. Hoffstaedt 


865. Acute Anterior Poliomyelitis in the Seine Depart- 
ment of France, 1935-1950. Epidemiological Deductions, 
(La poliomyélite antérieure aigué dans le département 
de la Seine de 1935-1950. Déductions ¢épidémio- 
logiques) 

J. Boyer, L. Corre, J. LANGLois, and M. Tissier. 
Presse Médicale [Pr. méd.| 69, 484-487, April 11, 1951. 
9 figs., 2 refs. 


A number of graphs present the relevant data upon 
which the authors base their deductions on the epidemio- 
logy of poliomyelitis in the Seine Department of France 
between 1935 and 1950. There appeared to be no 
evidence that movements of civilians and soldiers during 
the war had influenced the incidence of the disease. 
Seasonal changes such as coldness of the winter or dryness 
of the summer likewise showed no obvious relationship. 
On comparing the incidence in the Seine district and in 
France as a whole it appeared that the incidence in 
winter was higher in towns than in the country districts 
{but the authors bring forward a number of trivial 
reasons to avoid accepting this as evidence favouring a 
spread by way of the respiratory tract]. The graph 
showing distribution of cases by age and sex is interesting 
as it points to a declining incidence with rising age and 
to the fact that males are afflicted more often than 
females, especially among children under 5 years old. 

Scott Thomson 


INDUSTRIAL MEDICINE 


866. The Role of Periodic Examination in the Prevention 
of Coalworkers’ Pneumoconiosis 

A. L. CocHRANE, C. M. FLETCHER, J. C. Gitson, and 
P. HuGu-Jones. British Journal of Industrial Medicine 
[Brit. J. industr. Med.| 8, 53-61, April, 1951. 1 fig. 
32 refs. 


Since complete suppression of all airborne dust in 
mines is impracticable and there is no reliable method 
of determining the safe level, the authors believe that 
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iodic medical examination of coal-miners is the 
method that would most quickly and economically lead 
to the prevention of disabling pneumoconiosis. They 
review the evidence for the beliefs that early radiological 
change can be detected before serious disablement 
occurs and that men with early radiological change will 
not develop progressive massive fibrosis and consequent 
disability if they are removed from exposure to dangerous 
dust. They envisage that, as a result of periodic examin- 
ations, the only men who would be advised to leave the 
industry or to change their occupation to one involving 
less dust exposure would be either those with an early 
simple pneumoconiosis found to be advancing on 
serial x-ray examination, especially if their exposure 
had been short, or those who were actually disabled by 
the disease. 

The authors also consider that such periodic examin- 
ations, combined with measurements in the mines, 
would provide a means of defining safe dust levels in 
different mines. They suggest that a pilot scheme 
should be started, preferably in South Wales, and then 
be extended on a voluntary basis to mines representative 
of various areas in different coalfields. 

H. E. Harding 


867. The Character and Distribution of Disease in 
American Industries Using Beryllium Compounds 

H. L. Harpy. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med. 44, 257-262, March, 1951. 
4 figs., 14 refs. 


Beryllium poisoning appears in acute, subacute, and 
chronic forms. In the first there may be contact 
dermatitis, conjunctivitis, or respiratory disease (with 
dyspnoea, cyanosis, weight loss, and x-ray changes 
which may take a year to clear). A few patients have 
died of pulmonary oedema. In the subacute form 
there are fine nodular shadows in the lung fields on radio- 
graphy, with some disability. 

Chronic beryllium poisoning, sometimes called delayed 
pneumonitis, may occur as a result of remarkably slight 
exposures to beryllium. Symptoms sometimes occur 
immediately afterwards, but are usually delayed from 
weeks to several years. New cases are still occurring, 
and the maximum time-lag is not yet known. Often 
there is a precipitating event such as a pregnancy or 
infection. Weight loss is the rule, and it may be very 
severe: there are also asthenia, dyspnoea, cough, gastro- 
intestinal disorder, and sometimes hyperpyrexia. There 
is generalized granulomatous involvement of the lungs 
and liver, and beryllium can be found in these tissues. 
In some cases there is hypercalcaemia and formation of 
renal calculi. The prognosis is poor, with remissions 
and exacerbations: the mortality is 20%, and in those 
who survive disability is serious. A small minority are 
asymptomatic. Sometimes chronic disease follows on 
one or more attacks of acute disease. There is often 
impairment of liver function, and the serum protein 
level and calcium—phosphorus metabolism may be 
abnormal. Diagnosis depends on the demonstration of 
exposure to beryllium, and is assisted by spectrographic 
analysis of body fluids or tissues. The only effective 
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treatment is conservative, using oxygen; ACTH has 
been tried. 

In most cases beryllium oxide is the aetiological agent, 
and the bizarre incidence of cases may be accounted for 
by varying physical characteristics of particles. Beryl- 
lium poisoning appears to be a systemic disease, with 
formation of granulomata in various organs and with 
irreversible fibrosis following later. The element has a 
direct toxic action on certain enzyme systems. The 
author suggests that beryllium is stored harmlessly if 
absorbed slowly, but may be mobilized and become 
toxic during other disorders. [The pattern of beryllium 
poisoning in U.S.A. has not appreciably altered since the 
same author first described 17 chronic cases in 1946. 
More than 180 such cases have now occurred.] 

J. N. Agate 


868. The Action of Anthracite and Bituminous Coal 
Dusts Mixed with Quartz on the Lungs of Rats 

S. C. Ray, E. J. Kinc, and C. V. Harrison. British 
Journal of Industrial Medicine [Brit. J. industr. Med.] 8, 
74-76, April, 1951. 3 refs. 


Airborne dusts from an anthracite coal mine and 
from a bituminous coal mine, each containing approxi- 
mately 20°% of ash (mainly kaolin and mica), were mixed 
with quartz powder and injected intratracheally into 4 
groups of rats. The suspensions injected contained 
70 mg. of mine dust (anthracite or bituminous) with 
30 mg. of quartz, or 90 mg. of mine dust plus 10 mg. of 
quartz. Animals from each group were killed (or died) 
at different intervals up to 380 days, and the progress of 


the lesions in the lungs was studied histologically. 


No differences were observed between the reactions 
to quartz—anthracite mixtures and quartz—bituminous 
mixtures at either level of added quartz. Comparison 
of the reactions to these mixtures with those after injection 
of 10 or 30 mg. quartz alone showed that rather more 
fibrous reaction occurred with the mixtures. It appeared 
that these mine dusts had very little, if any, modifying 
or inhibitory action on quartz; rather they seemed to 
have enhanced its action, probably by preventing its 
elimination from the lung. H. E. Harding 


869. Rheumatism in the Miner. (Bergmann und 
Rheuma) 
E. W. Baapver. Zeitschrift fiir Rheumaforschung [Z. 


Rheumaforsch.] 10, 135-145, April, 1951. 1 fig. 


This contribution comes from Bad Hamm, where the 
Ruhr coal-miners have a hospital equipped with warm 
mineral baths containing 8° sodium chloride, and is 
based on observations made on 4,500 miners. (The 
author complains that more than 1,000 patients have been 
sent in with wrong diagnoses due either to lack of x-ray 
investigation or to the cursory nature of the physical 
examination.) 

The “ climate ’’ of the pit is the result of the tempera- 
ture, the relative humidity, and the air-stream. The 
most frequent rheumatic diseases in the miner are 
sciatica, lumbago, osteoarthritis of the lumbar and 
cervical spine, brachial neuritis, fibrositis, ankylosing 
spondylitis, and humero-scapular periarthritis, in 
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descending order of incidence. 
has rarely been encountered. 

The author stresses the following points. In 11-5% 
of cases of sciatica the cause was found to be a disk 
lesion, a very high number according to the author [but 
low according to British and American literature], 
the remainder being due to osteoarthritis -around the 
vertebral foramina. Lumbago is divided into muscular 
and osseous forms, according to negative or positive 
x-ray findings: the latter group show osteo-arthritic 
changes. Brachial neuritis may be caused not only 
by the climatic conditions in the mine, but by mechanical 
injuries resulting from the use of pneumatic drills. 

To counteract the harmful conditions in the mine the 
author suggests: (1) that miners should be provided 
with a coat against the draught, to be worn between the 
working place and the wash room; (2) that miners 
should not have to sit on iron in the waggon; (3) that 
warm douches should alternate with a cold stream as a 
stimulus for capillary tone. + J. Mester 


Acute rheumatic fever 


870. Treatment of Hydrofluoric Acid Burns 
R. H. Date. British Medical Journal (Brit. med. J.) 1, 
728-732, April 7, 1951. 6 figs., 12 refs. 


A brief review of the chemistry of hydrofluoric acid 
is given and particular mention is made of the insoluble 
calcium and magnesium salts which play an important 
part in the treatment of fluoride toxaemia and hydro- 
fluoric acid burns. The toxic action of fluorine com- 
pounds falls into three groups, acute poisoning, chronic 
poisoning, and local effects. The present paper deals 
with local effects only. Lesions may be produced by 
the vapour or by exposure to aqueous solutions of the 
acid in various strengths. Repeated exposure to the 
vapour may lead to ulceration of the mucous membranes 
of the nose and mouth, bronchopneumonia and oedema 
of the lungs, conjunctivitis, and loss of finger nails. 
Concentrated vapour and the aqueous solution cause 
burns of the skin, the.severity depending on the strength 
of the solution and the length of time it is in contact 
with the skin. 

The burns present certain very characteristic features 
which are as follows: (1) Intense pain, which may be 
felt immediately or be delayed for several hours, depending 
on the strength of the solution. In untreated cases the 
pain may continue for several days. (2) Exposure to 
weak solutions produces a blanched, oedematous weal 
with subsequent crusting in 4 days. The burn heals 
in about a week. In more severe burns there is a 
tough, greyish-purple coagulation of the skin surrounded 
by a red, oedematous area. Blisters containing sero- 
purulent fluid are raised on the skin. (3) There is a 
progressive destruction of tissues beneath the skin. 
Treatment is based on certain principles: dilution and 
washing away of the acid, neutralization of the acid 
with a weak alkali, and precipitation of the acid as 
insoluble fluoride. 

The following emergency treatment is given in many 
factories where the acid is in use: (1) washing or 
immersion of the burned area in a warm saturated 
sodium bicarbonate solution; (2) application of a cream 


of magnesium oxide and glycerine, massaged well into 
the burn; (3) injection as soon as possible of a 10°, 
solution of calcium gluconate into and under the 
coagulum of the burn; (4) redressing the wound with 
magnesium oxide cream night and morning for 5 days, 
Emphasis is laid on immediate treatment as soon as the 
burn occurs. It is thought that the hydrofluoric acid 
molecule is capable of penetrating intact epidermis 
and that the treatment arrests this action by the precipita- 
tion of insoluble calcium and magnesium fluorides, 
Although this explanation has not been completely 
confirmed, there is no doubt whatever that patients 
subjected to this treatment obtain immediate relief from 
pain. 

A severe case of hydrofluoric acid burns of the hand 
is reported and the treatment is described. Some 
excellent photographs are reproduced. This case 
illustrated several important points: (1) the crippling 
lesions which may result from hydrofluoric acid burns: 
(2) the need for immediate first-aid treatment; (3) the 
need for early injection of calcium gluconate into 
and under the coagulum of the whole burned area, 
if necessary under local or general anaesthesia; (4) the 
advisability of subsequent skin grafting; and (5) the 
importance of wearing efficient protective clothing when 
working with the acid. 

[Nearly all the work published on hydrofluoric acid 
burns and their treatment is restricted to industrial 
medical journals. In view of the greatly increased use of 
hydrofluoric acid in industry during recent years, the 
general lack of knowledge of the treatment of hydro- 
fluoric acid burns, and the grave disabilities which may 
result from such burns, it is both fitting and timely 
that this article should appear in the more widely read 
medical press.] A. Thelwall Jones 


871. The Occurrence of Asthma and Eczema in Workers 
Engaged in the Production of Hydrogen Peroxide. (Mani- 
festazioni di asma bronchiale e di eczema négli operai 
addetti ai reparti di produzione dell’acqua ossigenata) 
M. Barsotti, L. PARMEGGIANI, and C. Sassi. Medicina 
del Lavoro [Med. d. Lavoro] 42, 49-68, Feb., 1951. 
6 figs., 3 refs. 


The authors describe the manufacture of hydrogen 
peroxide, involving exposure of the workers to ammonium 
sulphate. Eczema occurred in 27-4°% of 106 men engaged 
in production, compared with an incidence of 7:5% 
among 207 labourers and 0-7°%% in 277 workers in a 
factory producing tartrates. The eczema first affected 
the interdigital clefts of the hands and flexor surfaces 
of the forearms, and was active in 17°4 and quiescent in 
10:4°%%. It came on in most cases within 3 months of 
starting work, and relapses were frequent after return to 
work. Patch tests were negative for potassium sulphate, 
sulphuric acid, and hydrogen peroxide, to which the 
workers were also exposed, but positive in 32 out of 46 
cases tested with ammonium sulphate. It was also 


found that 12-2% of the production workers suffered 
from bronchial asthma, compared with 4:3°% in each 
of the other two groups of workers. Preventive measures 
John Pemberton 


are recommended. 
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872. The Inheritance of the Sickling Phenomenon, 
with Particular Reference to Sickle Cell Disease 

J. V. Neet. Blood [Blood] 6, 389-412, May, 1951. 
5 figs., 25 refs. 


The sickling phenomenon in erythrocytes has been 
studied in 465 individuals from 75 families. They were 
all negroes from the south-east of Michigan, and the 
families were selected by the presence in each of at least 
one member with either the sickle-cell trait or sickle-cell 
anaemia. Each individual was classified according to 
the finding of sickle-cell anaemia, the sickle-cell trait, 
or an entire absence of sickling. The decision as to 
whether an individual exhibited sickle-cell anaemia or 
the sickle-cell trait was made on the following criteria: 
(1) the presence of anaemia; (2) the presence of evidence 
of increased erythrocyte destruction (elevated serum 
bilirubin, elevated reticulocyte count); (3) the presence 
of leucocytosis; (4) the type of sickling observed micro- 
scopically; the sickling in sickle-cell anaemia was found 
to be more elongated and filamentous than in the sickle- 
cell trait; and (5) the clinical history and physical 
findings. Using these criteria the author had little 
difficulty in classification. The only confusion arose 
with infants and young children with sickle-cell trait and 
a superimposed secondary anaemia in the phase of active 
recovery with moderate reticulocytosis. In such in- 
stances observation of the patient over a period eventu- 
ally clarified the position. 

The familial distribution observed was most readily 
interpreted on the hypothesis that the sickling phenom- 
enon is due to a gene which in single dose (heterozygous 
condition) produces only the sickle-cell trait, and in 
double dose (homozygous condition) produces sickle-cell 
anaemia. On this hypothesis both parents of each 
patient with sickle-cell anaemia should show the sickle- 
cell trait. In fact out of 94 parents of such children 
there was only one exception to this rule. In the sib- 
ships segregating for sickle-cell anaemia the ratio of 
members with the sickle-cell trait to the normal was 
approximately 2 : 1, as would be expected on this hypo- 
thesis. However, in the sibships resulting from the 
marriage of a normal person with an individual with the 
sickle-cell trait, the ratio of sickle-cell trait individuals 
to normal ones was significantly less than that (1 : 1) ex- 
pected theoretically. - Harry Harris 


873. The Genetics of Certain Types of Anaemia. 
genetica di alcune emopatie) 

E. and I. Policlinico, Sez. Pratica 
[Policlinico (prat.)| 58, 673-680, May 28, 1951. 4 figs., 
22 refs. 


The authors describe their own observations on the 
genetics of Mediterranean anaemia, sickle-cell anaemia, 
and constitutional elliptocytosis. In 63 families in 
which one parent had the Mediterranean trait and the 


(Sulla 


other was normal, 182 children were born of whom 91 
had the Mediterranean trait and 91 were normal. In 
17 families in which both parents had the Mediterranean 
trait, 82 children were born and 22 developed Cooley’s 
disease. In a further 51 families in which the propositus 
was a cnild suffering from Cooley’s disease, both parents 
had the Mediterranean trait and of 205 children 87 had 
developed Cooley's disease. These data agree very 
closely with the hypothesis that an individual hetero- 
zygous for the Mediterranean trait shows target cells 
but is not otherwise affected, whereas a homozygote 
develops Cooley’s disease. Constitutional elliptocytosis 
has been observed in 14 individuals, 11 in four families 
and 3 isolated cases. Of these, 11 are healthy and 3 
have slight anaemia. It is concluded that elliptocytosis 
behaves as a Mendelian dominant character. 

Reference to a probable homozygote described in the 
American literature is made. Further, 2 families 
showing the sickle-cell trait and 2 with sickle-cell anaemia 
have been studied and a third family with anaemia 
studied partly in Italy and partly by Guyton and Heinley 
in America. The results show that the (heterozygotic) 
sickle-cell trait is compatible with robust health, but that 
the homozygote suffers from severe anaemia. In 7 
families 1 parent had the sickle-cell trait and the other 
the Mediterranean trait. In one family the father had 
both Mediterranean and sickle-cell traits and the mother 
the Mediterranean trait, and in 3 other families one 
parent had the sickle-cell trait and the other parent was 
dead, but the relatives showed the Mediterranean trait. 
In this group of families approximately one-quarter of 
the children showed both sickle-cell and Mediterranean 
traits. These three congenital haematological anomalies 
are inherited as single factors, but only the homozygote 
appears to be seriously affected. The double hetero- 
zygote, sickle-cell plus Mediterranean traits, is moder- 
ately severely affected. Some evidence is available which 
suggests that if to the genetic background of Cooley’s 
disease is added one factor for sickling, then the disease is 
more serious. 

[This paper includes much material which has been 
published elsewhere, but it is the most lucid account of © 
these anomalies which has yet appeared in print. It 
shows quite clearly that the genes for the sickle-cell 


-and the Mediterranean traits are carried on two different 


chromosomes, and that in the absence of malaria and 
intercurrent diseases only the homozygote or the double 
heterozygote suffers because he carries these characters. 
It is a paper which should be read by all those interested 
in these congenital anomalies of the erythrocyte. The 
results do not agree altogether with those of Lehmann 
and others on the sickle-cell trait in pygmies in Uganda, 
where although the trait is present in about half the entire 
population, sickle-cell disease is rare, whereas it should 
occur in 25°, of the children in such a population.] 
G. Discombe 
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Anatomy and Histology 


874. The Splenic Circulation : Latex-cast Studies in the 
Rat 

D. Gatti and B. G. MagGraitH. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.| 44, 
331-338, Dec., 1950. 10 figs., 12 refs. 


The authors describe an attempt to investigate the 
circulation of blood through the spleen, by means of the 
latex cast method already applied with considerable 
success by Trueta to renal circulation and by Andrews, 
Maegraith, and Wenyon to hepatic circulation. The 
rat spleen proved [as might indeed be expected from 
all previous work] a much more difficult organ for this 
type of investigation, the latex [and the observers] being 
lost in the red pulp. No contribution could therefore 
be made to the old problem of “ open” or “ closed ” 
circulation through the splenic pulp. Interesting new 
observations were made on the structure of the red 
pulp immediately surrounding the lymph follicles 
(Malpighian bodies), and these deserve further investi- 
gation. 

It is noted that good clearing of the vascular structure 
of the spleen, necessary before the injection of latex, 
was difficult and never complete; and it is remarked 
that ** whether this resistance resides in normal vascular 
tone or in some form of valve mechanism needs further 
investigation’. [It is curious that the authors never 
mention in their paper the ellipsoids (on the penicillar 
arteries), which some earlier workers have strongly 
suspected of possessing a valvular function. Ellipsoids 
vary in their ease of identification, especially in higher 
animals, but are so well seen in the domestic cat after 
saline perfusion of the spleen that latex injection in 
this animal might be helpful.] J. W. McNee 


875. Mechanisms for the Regulation of Blood Flow 
along the Arteries Supplying the Conducting System of 
the Human Heart. (Dispositifs de régulation du 
courant sanguin le long des artéres du systéme de 
conduction du cceur humain) 

G. COonrTI. 
400, 1951. 8 figs., bibliography. 


The author has studied the histological structure of 
the arteries supplying the conducting system of the heart 
in a series of 30 individuals ranging in age from newborn 
to 70 years. The specimens were fixed for 24 hours 
or more in formol [strength not stated] and then trans- 
ferred to Susa—Heidenhain. The regions of the sino- 
atrial and atrioventricular nodes and the A-V bundle 
were serially sectioned and stained with haematoxylin— 
eosin and Mallory—azan. Specimens were also im- 
pregnated with silver by the Cajal-de Castro method. 

The main arteries and their branches were characterized 
by the presence of muscular “‘ coussinets”’ which pro- 
jected into their lumen at more or less regular intervals. 
These structures were pedunculated, being continuous 
at their base with the media of the vessel wall, but 


Acta Anatomica [Acta anat., Basel] 11, 383- , 


otherwise lying freely inside the lumen. The endothelium 
and internal elastic lamina of the artery were reflected 
over the surface of the structure. Less frequently, all 3 
layers of the vessel wall were invaginated to form 
similar “* coussinets”’, the connective tissue of the 
adventitia thus appearing in the centre of the cushion 
in cross-section. 

The author does not consider these formations to be 
artefacts, and suggests that when the — musculature 
contracts it partly or completely blocks the lumen, and 
thus acts as a mechanism for the regulation of the 
circulation. D. B. Moffat 


876. The Incidence and Distribution of Cilia in the 
Human Pituitary with a Description of Micro-follicular 
Cysts Derived from Rathke’s Cleft. [In English] 

W. M. SHANKLIN. Acta Anatomica [Acta anat., Basel| 
11, 361-382, 1951. 3 figs., 28 refs. 


The pituitary was studied, with particular reference 
to the distribution of cilia and the histogenesis and 
histological appearance of micro-follicular cysts, in 100 
subjects ranging in age from the newborn to 86 years. 
Details of the material and methods used have been 
published in the author’s previous papers, as has his 
classification of pituitary cysts. 

Ciliated epithelium, frequently accompanied by mucous 
cells, was found in 19 cases, the youngest and oldest 
patients being 2 days and 83 years of age respectively. 
There was no significant sex difference. 
on the walls of the cleft in 4 cases, in follicles in 4 cases, 
in macro-follicular cysts in 5 cases, and in all the 9 micro- 
follicular cysts. Cysts were observed in 22 specimens, of 
which 9 were classified as micro-follicular, 8 as macro- 
follicular, 3 as cystic clefts, 1 as a multilocular, and | asa 
hypophyseal-stalk cyst. 

A detailed account of the histology of the ciliated 
clefts, follicles, and cysts is given, and from his findings 
the author concludes that the areas of ciliated epithelium 
are all derived from Rathke’s cleft. Follicles and micro- 
and macro-follicular cysts are believed to be derived 
from tubules which grow from the cleft into the adjacent 
lobes, usually the anterior lobe. Some anterior-lobe 
cells, particularly the chromophobes, show metaplasia 
into ciliated cyst-lining cells. D. B. Moffat 


877. Histological Studies of Human Testis. 
Distribution of Lipids 

W. Montacna and J. B. HAMILTON. Anatomical Record 
[Anat. Rec.] 109, 635-659, April, 1951. 20 figs., 24 refs. 


I. The 


878. The Agterior Tubercle of the First Cervical 


their Occurrence in 


Vertebra and the Hyoid Bone: 
Newborn Infants 

A. C. Tompsetr and S. W. DOoNALDSON. American 
Journal of Roentgenology and Radium Therapy (Amer. J. 
1 fig., 8 refs. 


Roentgenol.] 65, 582-584, April, 1951. 
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Physiology and Biochemistry 


879. A Comparison of the Number of Circulating 
Blood Cells in Different Parts of the Circulatory System 
D. L. AZARNorF, T. V. Batty, P. G. Roore, and M. 
MarreT. Science [Science] 113, 363-364, March 30, 
1951. 11 refs. ; 


With a view to comparing the number of circulating 
blood cells in different parts of the circulatory system, 
arterial, venous, and heart blood was taken from 
32 dogs without anaesthesia. Individual dogs showed 
no significant differences in erythrocyte, leucocyte, 
polymorphonuclear, and lymphocyte counts in blood 
from these three sources, or in haematocrit readings of 
venous and heart blood. Silicone-treated needles were 
used for venous and heart puncture, and samples taken 
as blood flowed from the needle hub—a method which 
the authors consider more realistic than syringe 
aspiration. Peter Story 


880. The Accelerator of Prothrombin Conversion in 
the Serum. The Significance of the Specificity of 
Thromboplastin. (Sur Taccélérateur sérique de la 
conversion de la prothrombine. RdOle de la spécificité 
de la thromboplastine) 

M. BursTEIN. Journal de Physiologie [J. Physiol., Paris] 
42, 865-875, 1950. 16 refs. 


881. Retraction of Clots Formed from Purified 
Fibrinogen 

C. E. and C. L. Contey. Bulletin of the 
Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.| 
88, 321-331, April, 1951. 3 figs., 17 refs. 

Some of the factors concerned in the retraction of 
clots formed from purified fibrinogen were studied. 
Retraction of undisturbed fibrin clot (made in a silicone 
tube by the addition of bovine thrombin to a solution 
of bovine fibrinogen) did not occur in the absence of 
intact blood platelets, or even in the presence of washed 
human blood platelets unless human serum was also 
present. The degree of retraction appeared proportional 
to the concentration of serum added. This did not 
appear to be a specific effect of serum, since gum acacia, 


- bovine and human albumin, and globulin fractions 


exhibited the same property. 

When purified fibrinogen was clotted by thrombin 
in the presence of platelets and serum, the degree of 
retraction was influenced by the concentration of each of 
these 4 components. It was directly related to the 
number of platelets; macerated or frozen platelets or 
platelets heated to 45°C. were without effect. When 
platelet concentration was constant, the degree of re- 
traction was inversely proportional to fibrinogen con- 
centration. Clot retraction was impaired by lower 
concentrations of thrombin; alterations in pH between 
6:0 and 8-3 were without effect. Clots maintained at 
2° C. for 36 hours retracted normally on return to body 


temperature. However, heating to 45° C. for 10 minutes 
sufficed to destroy permanently the ability to retract. 
Clot retraction was inhibited by an increase of salt 
concentration to double that of normal plasma. Re- 
duction in the salt concentration to half that of normal 
plasma was without detectable effect. 


Harold Caplan 


882. Recent Studies on Sodium Citrate in vivo. 
velles études sur le citrate de sodium in vivo) 
M. GuiLLot, A. FIEHRER, and R. Guiet. Sang [Sang] 
21, 740-751, 1950. 3 figs., 8 refs. 


Sodium citrate, 20 mg., was injected intravenously 
daily for 3 days into 2 haemophilic brothers. The 
coagulation time was markedly reduced during this course 
of treatment, rising slowly subsequently. The blood 
Ca : P ratio in both cases was markedly raised. During 
the treatment both patients developed haemarthroses. 

By means of coagulation experiments the authors 
claim to show that plasma containing 16 times the 
theoretical citrate content necessary to block the calcium 
ions nevertheless does contain the free calcium ion, if 
only insmallamounts. This is confirmed by conductivity 
tests on mixtures of citric acid and calcium hydroxide 
and of sodium citrate and calcium chloride. Never- 
theless, addition of citrate to plasma ought to produce 
some diminution in calcium ions, causing a slowing 
of thrombin formation. This is not observed in vivo; 
therefore other mechanisms of fixation of citrate must be 
invoked. J. F. Loutit 


(Nou- 


883. The Sympathico-adrenal System and the Phago- 
cytosis of the Leucocytes 

-F. Kokas, G. LuDANy, and J. VAmDA. Quarterly Journal 
of Experimental Physiology (Quart. J. exp. Physiol.] 36, 
89-100, 1951. 3 figs., 45 refs. 


Leucocytes suspended in serum obtained from fasting 
dogs were tested for phagocytosis of staphylococci or 
typhoid bacilli. The number of bacteria was counted 
in stained films of several hundred leucocytes. In blood 
obtained after stimulation of the splanchnic nerves by 
intermittent induction shocks, phagocytosis increased, 
reaching its maximum in half an hour and returning to 
initial values in 2 hours. When the adrenal veins were 
tied, splanchnic stimulation failed to increase phago- 
cytosis, but blood obtained from a cannula in the left 
adrenal vein enhanced phagocytosis more than blood 
from the femoral vein. The addition of adrenaline or 
of 2 adrenocortical hormones to the mixtures did not 
alter the powers of phagocytosis. Intravenous injection 
of these cortical hormones before obtaining the blood 
had no effect on phagocytosis, but 0-1 mg. of adrenaline 
increased it by 65 to 75% and also prolonged it. 
Antazoline added to the blood samples, however, did 
not diminish phagocytosis after splanchnic stimulation, 
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and when injected did not alter the enhancement of 


phagocytosis after stimulation. Bacteria incubated 
with blood obtained after stimulation are more easily 
phagocytosed than those incubated with ordinary blood. 
This suggests that after stimulation the serum contains 
an opsonin-like substance. E. Neumark 


884. Recovery of Human Red Blood-cells after 
Freezing 

H. A. Stoviter. Lancet [Lancet] 1, 823-824, April 14, 
1951. 6 refs. 


It has already been shown that erythrocytes in a 
diluent containing glycerol can be frozen and thawed 
without undue haemolysis. However, these hypertonic 
erythrocytes containing glycerol haemolyse in plasma. 
The slow removal of glycerol from the erythrocyte has 
been accomplished by dialysis against saline con- 
taining progressively smaller amounts of glycerol. The 
factors of importance are the concentration of glycerol, 
the equilibration of the cells with glycerol before freezing, 
the rate of freezing, and the rate of thawing. Between 
80 and 90% of the frozen-thawed cells were recovered 
morphologically intact, and these cells no _ longer 
haemolysed in plasma. J. F. Loutit 


885. Aspects of the Circulation’s Economy 

K. J. FRANKLIN. British Medical Journal (Brit. med. J.] 
1, 1343-1349, June 16, 1951, and 1410-1417, June 23, 
1951. 


886. Cold and Warmth Vasoconstrictor Responses in 
the Skin of Man 

J. Grayson. British Heart Journal [Brit. Heart J.) 13, 
167-176, April, 1951. 6 figs., 6 refs. 


887. Normal Blood Pressure in the Superficial System 
of Man at Rest in the Supine Position 

A. OcHsNnerR, R. Cotp, and G. E. Burcu. Circulation 
[Circulation] 3, 674-680, May, 1951. 2 figs., 30 refs. 


888. The Clinical Physiology of the Human Bronchi. 
Ill. The Effect of Vagus Section on the Cough Reflex, 
Bronchial Caliber, and Clearance of Bronchial Secretions 
K. P. Kiassen, D. R. Morton, and G. M. Curtis. 
Surgery [Surgery] 29, 483-490, April, 1951. 3 figs., 
13 refs. 


This paper is the third in the interesting series de- 
scribing research in bronchial physiology carried out 
by the authors at Columbus, Ohio. Much of the work 
has been made possible because the authors practise 
unilateral vagus section as a palliative measure in patients 
with inoperable bronchogenic carcinoma. In 7 patients 
with inoperable carcinoma unilateral vagotomy above the 
origin of the pulmonary plexus and immediately below 
the origin of the recurrent laryngeal nerve was performed, 
with the following results. 

The cough reflex arising from the homolateral bronchial 
tree was abolished, suggesting that the afferent fibres 
transmitting bronchial impulses resulting in the initia- 
tion of the cough reflex are carried by the homolateral 


vagus nerve. In the majority pain of bronchial origin 
was abolished on the homolateral side; in 3 patients 
the pain was referred to the contralateral anterior 
cervical region. These findings would suggest that 
afferent pain fibres from the bronchial tree are carried 
mainly by the homolateral vagus, but that certain 
of the afferent fibres from the tracheo-bronchial tree 
are carried by the contralateral vagus. Bronchograms 
made during inspiration and expiration showed no 
effects upon the normal respiratory movements of the 
bronchi. Bronchospasm persisted even after bilateral 
vagotomy. No gross changes were noted in the amount 
or consistency of the bronchial secretions. 
Kenneth Marsh 


889. Experiments on Fat Absorption in a Case of 
Chylothorax 

W. H. R. Aub and C. D. NEEDHAM. = Lancet [Lancet] 
1, 991-993, May 5, 1951. 11 refs. 


Frazer and his colleagues, from experiments in which 
rats were fed on neutral fat or fatty acids which had been 
stained with Sudan IV, have concluded that fatty acids 
are mainly absorbed into the portal circulation for 
transport to the liver, whereas neutral fat travels through 
the lacteals and thoracic duct to the systemic circulation 
and thence to the fat storage depots. 

The present authors studied a man aged 32 who 
came under observation because of a non-traumatic 
chylothorax of unknown origin; chyle accumulated in 
the left thoracic cavity at a constant rate of about 600 ml. 
daily. During an investigation which lasted for 14 
days 3 test doses were given at suitable intervals: (1) 
20 ml. of oleic acid with 5 ml. of glycerol; (2) 20 ml. of 
olive oil; (3) 10 ml. of oleic acid with 2-5 ml. of glycerol; 
each test dose contained 50 mg. of Sudan III. The 
patient received an ordinary diet except for the 14 hours 
before, and 24 hours after, the start of each test, during 
which time fat was withheld. The test dose was given by 
a Ryle tube 2 hours after a light fat-free breakfast: the 
pleural cavity was partly emptied by paracentesis before 
each test dose, and specimens of chylous fluid were 
thereafter withdrawn by paracentesis at 1, 2, 4, and 48 
hours. At each final aspiration maximum recovery of 
chyle was achieved under fluoroscopic control. 

Determination of the dye content of the chylous 
fluid showed that a substantial amount of dye (10-4 mg.) 
was recovered when the stained neutral fat was given, 
but no dye was recovered in the first test and only a 
small amount in the third test when stained fatty acid 
with glycerol was given. The authors’ findings therefore 
support Frazer’s hypothesis of the absorption of fat. 

Joseph Parness 


890. The Effect of Vegetable Fat Ingestion on Human 
Serum Cholesterol Concentration 

E. A. HILDRETH, S. M. MELLINKoFF, G. W. BLair, and 
D. M. HitpretuH. Circulation [Circulation] 3, 641-646, 
May, 1951. 1 fig., 26 refs. 


The following results were obtained in a study designed 
to show the effect on serum cholesterol when vegetable fat 
containing no cholesterol was added to a diet in which 
total fat had been restricted previously. (1) In 3 healthy 
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male physicians a reduction in the dietary fat produced a 
significant fall in the serum cholesterol concentration. 
(2) In 2 of the individuals, addition of vegetable fat to 
the diet was associated with a rapid significant rise in the 
serum cholesterol, to the levels observed before fat 
restriction. In the third, the serum cholesterol rose 
much more gradually, but also attained the control 
values. (3) Therefore, it would seem that in these, 3 
subjects the restriction of total fat and not of cholesterol 
alone was probably the decisive factor in lowering the 
serum cholesterol concentration.—[Authors’ summary.] 


891. Action of Insulin on the Extra-hepatic Tissues 

A. N. Wick, D. R. Drury, R. W. BANCRorFT, and E. M. 
MacKay. Journal of Biological Chemistry [J. biol. 
Chem.} 188, 241-249, Jan., 1951. 11 refs. 


Using '4C-labelled glucose, the authors have shown 
that insulin increases the oxidation of glucose by extra- 
hepatic tissues in eviscerated rabbits. This occurs most 
rapidly after a lag period of 6 to 8 hours, whereas glucose 
rapidly disappears from the blood under the influence of 
insulin. The glucose that disappears and is not oxidized 
enters the metabolic pool mainly. as water-soluble 
compounds that were not identified. 

H. M. Sinclair 


892. The Energy Metabolism of Man during Over- 
feeding 

H. N. Munro. British Journal of Nutrition [Brit. J. 
Nutrit.] 4, 316-323, 1950. 5 figs., 26 refs. 


Some 15 years ago the author, then aged 20 years, 
some 61 kg. in weight, and 166 cm. in height, tested the 
effect on himself of eating, in excess of his usual adequate 
and well-balanced diet of about 2,850 Calories with 
76 g. of protein, supplements of: (a) raw milk, (b) boiled 
milk, (c) meat with lactose and butter, and (d) soy 
bean with lactose and butter, each providing about 
36 g. protein, 39 g. fat, and 46 g. carbohydrate (680 
Calories). The supplements were eaten for 5 to 15 
days. During this time, and for about a week before 
and after, daily records were kept of weight, respiratory 
quotient, erythrocyte sedimentation rate, and nitrogen 
balance. There were gains in weight and in nitrogen 
retention, but the effects on the respiratory quotient and 
erythrocyte sedimentation rate were variable. 

H. E. Magee 


893. Some Physiological Effects of Salt Restriction in 
the Rat 

H. G. DANFoRD and R. C. HERRIN. American Journal 
of Physiology [Amer. J. Physiol.] 165, 128-134, April, 
1951. 17 refs. 


The authors aimed at elucidating the physiological ' 


effect of diets low in sodium, potassium, and chlorides, 
ia view of the well-known beneficial action of a low-salt 
regimen upon hypertension in both man and experi- 
mental animals. 

Male albino rats were fed on diets consisting of purified 
foodstuffs differing only in the composition of their salt 
content. It appears that 32 rats were given a diet 
containing no sodium chloride (that is, no sodium and 


practically no chloride), another group of 14 rats were 
kept on potassium-free and practically chloride-free 
diet, 10 rats were deprived of all three elements, and 6 
received no salts at all; 35 rats were used as controls. 
Deprivation of sodium chloride for periods of 30 to 150 
days produced a statistically significant reduction in the 
ascorbic acid content of the adrenals and a significant 
increase in their weight in relation to body weight, as 
well as an increase in the relative weight of the kidneys 
and a decrease in that of the thymus and spleen. 

Two further experiments were performed to prove that 
the above changes were due to sodium chloride deficiency 
and not to inanition: (a) paired feeding for 30 days, 
during which the control animals received no more 
food than the experimental rats; (6) correction of the 
dietary deficiency after 12 days by giving saline to drink, 
there being a partial return to a normal condition. 
Potassium chloride deficiency produced similar effects 
in younger rats only. There was, however, a significant 
reduction in the percentage of circulating lymphocytes 
and eosinophils—an effect not observed during sodium 
chloride deprivation. 

The authors conclude [rather speculatively] that 
sodium chloride deficiency stimulates the adrenal cortex 
to secrete hormones of the * 11—17-oxycorticosterone 
type’ as well as those of the ‘ desoxycorticosterone 
type ’’, while potassium chloride deficiency stimulates the 
adrenal cortex through the pituitary body by inducing 
ACTH secretion, with a resulting preponderance of the 
** 11-17-oxycorticosterone type of hormone”. 

A. Swan 


894. The Acute Effects of Parathyroid Hormone on the 
Metabolism of Endogenous Phosphate 

C. R. KLEEMAN and R. E. Cooke. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.] 38, 112-127, 
July, 1951. 2 figs., bibliography. 


895. Antidiuretic Substance in Human 
Smoking 

N. G. B. Taytor and J. M. WALKER. Journal of 
Physiology [J. Physiol., Lond.| 113, 412-418, May, 1951. 
4 figs., 11 refs. 


Urine after 


896. Observations on the Interrelationships of Intra- 
cranial Pressure and Cerebral Blood Flow 

H. W. Ryper, F. F. Espey, F. V. Kristorr, and J. P. 
Evans. Journal of Neurosurgery [J. Neurosurg. 8, 
46-58, Jan., 1951. 17 figs., 2 refs. 


The authors, in the Division of Neurosurgery of the 
University of Cincinnati College of Medicine, carried 
out experiments on anaesthetized rhesus monkeys to 
study the mechanism involved in the variation of 
intracranial pressure. The pressures of intracranial 
and cerebrospinal fluid and of blood in the sigmoid 
sinus, superior and inferior venae cavae, and abdominal 
aorta, were measured and charted. The effects were 
then observed of inducing changes in the intracranial 
volume, increasing intracranial venous pressure, and 
modifying the cerebral blood flow. The extradural or 
intracerebral injection of oil caused an immediate but 
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transitory rise in pressure. After a certain amount had 
been injected, further injection caused pronounced 
arterial hypertension, apnoea, and a considerable rise 
in intracranial pressure. Several minutes later the 
intracranial and arterial pressures fell. Reduction in 
arterial pressure by occlusion of one carotid artery 
caused a reduction in intracranial pressure; occlusion 
of both carotids, a greater reduction. Lowering of the 
cardiac output by vagal stimulation diminished the 
cerebral blood flow and pressure within the skull. 

Section of both vagi without tracheotomy resulted in 
forced inspirations against the closed glottis and re- 
duced caval, arterial, and intracranial pressures. The 
injection of adrenaline caused an increase in both 
venous and intracranial pressure. The authors conclude 
that intracranial pressure is supported by back-pressure 
from the great veins, which is an important variable in 
causing or maintaining high pressure. Constriction 
of the venous outflow from the head increases intracranial 
pressure and drugs may increase it either by increasing 
cardiac output or by raising venous back-pressure. 

The authors observed that the increase or decrease 
in pressure varied directly with the volume of blood 
flowing through the intracranial vessels; also that there 
was an intimate correspondence between the intra- 
cranial pressure pulse and the arterial pulse, which 
was held to be further proof of the dependence of pressure 
on cerebral blood flow. S. V. Humphries 


AVIATION MEDICINE 


897. The Relation of Circulatory Rate to Aero- 
embolism and Aeroemphysema 

J. W. Wepract and A. C. Ivy. Journal of Aviation 
Medicine [J. Aviat. Med.] 22, 13-21, Feb., 1951. 5 figs., 
10 refs. 


The authors sought a method of producing gas bubbles 
in the periarticular tissues of dogs exposed to simulated 
high altitude, with a view to clarifying the problem 
whether the periarticular bubbles demonstrable radio- 
graphically in man are intra- or extra-vascular and, 
secondly, to test the validity of the theory that the 
relative resistance of small animals to the effects of 
decompression is dependent on circulatory factors. 

The dogs were taken to altitudes of 40,000 to 50,000 
feet (12,190 to 15,240 metres) and were given oxygen at 
the ambient pressure: radiographs of the thighs and legs 
were taken at altitude, and a dissection of the tissues 
was made forthwith. It was found that gas in the veins 
and arteries, periarticularly, and in the intermuscular 
fascial planes can be recognized in radiographs if the 
amount is sufficient. In anaesthetized dogs which died 
after reaching 48,000 feet (12,760 metres), the presence 
of gas in the veins, in the fascial planes of the thigh, and 
around the knee-joint was established by x-ray examina- 
tion and dissection. In anaesthetized dogs resting at 
altitudes of 40,000 to 48,000 feet (12,190 to 12,760 metres) 
bubbles were not detected by either technique. Exercise 
of one limb against a tension spring in 67 anaesthetized 
dogs at 40,000 to 45,000 feet (12,190 to 12,315 metres) 


produced gas emphysema or gas embolism in 7 (11%), 
3 of which had subcutaneous emphysema. Under 
the same conditions lowering of the blood pressure 
by intravenous injection of peptone or sorbital mono- 
laurate was followed by the uniform collection of gas 
in the popliteal space, intermuscular fascia, and veins 
of the lower thigh and legs. D. H. Sproull 


898. Studies in Diffusion Respiration 

T. Sutres and S. W. Ever. Journal of Aviation Medicine 
[J. Aviat. Med.] 22, 22-30 and 38, Feb., 1951. 3 figs., 
10 refs. 


Diffusion respiration has been defined as gas exchange 
between the atmosphere and pulmonary alveoli in the 
absence of rhythmically recurring differences in the 
barometric pressure of these two regions. It had been 
shown previously that diffusion respiration could be 
accomplished by dogs if they were denitrogenated, 
had an open airway and intact circulation. This paper 
reports further studies of diffusion respiration in dogs. 

Control animals were anaesthetized with paraldehyde, 
denitrogenated, and allowed to rebreathe from a spiro- 
meter filled with oxygen until death occurred; the 
experimental animals, following denitrogenation and 
connexion with the spirometer, were given sufficient 
curare to cause respiratory paralysis. Steady accumu- 
lation of carbon dioxide was found during diffusion 
respiration, with a progressive fall in arterial blood pH; 
oxygen saturation was maintained in every animal until 
the occurrence of the terminal hypotension. In the 
curarized animals carbon dioxide accumulated in the 
spirometer at a rate one-fortieth that of the controls. 
The anuria found to accompany diffusion respiration 
from its onset could be prevented by denervation of the 
kidney. Diffusion respiration was accompanied by a 
fall in cardiac output with a stable blood pressure and 
constant, normal heart rate. The practical applications 
of these findings are briefly discussed. .D. H. Sproull 


899. The Significance of the Loss of Blood Volume 
into the Limbs during Pressure Breathing 

J. P. Henry. Journal of Aviation Medicine [J. Aviat. 
Med.] 22, 31-38, Feb., 1951. 6 figs., 3 refs. 


The critical altitude above which the arterial oxygen 
saturation of man breathing oxygen at ambient pressure 
begins to fall is 40,000 feet (12,190 metres). To ensure 
survival above 45,000 feet (12,315 metres) it is neces- 
sary to increase the pressure of the gas around the man 
(as by a pressure suit), or of that in his lungs (by 
pressure breathing). The course of events in man 
breathing against a pressure 60 mm. Hg above ambient 
is described: they culminate in syncope, the result of 
blood pooling in the systemic veins. Not more than 
25% of the total blood volume can be spared in this 
manner. It was found that ‘syncope occurred earlier 
the higher the ambient temperature: plethysmographic 
studies showed that the rate of increase in leg volume 
during pressure breathing is correspondingly dependent 
on the ambient temperature. Even if the subject can 
compensate for the rapid pooling of blood in the limbs, 
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syncope will eventually occur: this is attributed to the 
haemoconcentration which follows the abnormal distri- 
bution of the blood and is due to loss of plasma water 
to the extracellular fluid in the area of the pooling. The 
haemoconcentration is greater at higher ambient 
temperatures. Over 30-minute periods of pressure 
breathing at room temperature an approximately linear 
relationship was found between the percentage decrease 
in plasma volume (calculated from the packed cell 
volumes) and the breathing pressure. The loss of effective 
circulating blood volume, due to the rapid pooling of 
blood in the systemic veins and the more insidious 
haemoconcentration, is considered to be the cause of the 
eventual collapse. 

It is concluded that for very high altitude flying some 
form of emergency pressure suit is a necessity. 

D. H. Sproull 


900. Biochemical and Blood Pressure Changes in 
Goats under Negative G (Acceleration Tailward) 

R. S. PoGrunp, S. W. Ames, and C. F. LomBarb. 
Journal of Aviation Medicine [J. Aviat. Med.] 22, 50-59 
and 86, Feb., 1951. 7 figs., 19 refs. 


Ten l-year-old female goats anaesthetized with 
pentobarbitone were subjected to —5 g in the * human 
centrifuge”. The external jugular vein and common 
carotid artery were cannulated, and the blood pressures 
recorded continuously. The acceleration was applied 
for 15-second periods every 5 minutes until the animal 
was moribund or had survived 25 exposures. At every 
third exposure blood samples were taken for chemical 
study. A progressive fall in the arterio-venous pressure 
difference occurred with successive exposures. Several 
concomitant changes in blood chemistry were found, as 
follows: an initial elevation, succeeded by a marked 
reduction, in the blood glucose level; an increase in 
arterio-venous oxygen content differences, due to de- 
creased venous oxygen tension; a reduction in arterial 
and venous carbon dioxide content; and an increase 
in lactic acid and pyruvic acid concentration, the 
former predominating and giving rise to an increas- 
ing lactate: pyruvate ratio. These changes are taken to 
indicate the anaerobic state of metabolism during 
exposure to negative acceleration. D. H. Sproull 


901. Human Tolerance to Deceleration. Summary of 
166 Runs 

J. P. Stapp. Journal of Aviation Medicine [J. Aviat. 
Med.] 22, 42-45 and 85, Feb., 1951. 


Controlled linear deceleration was achieved by the 
braking of a rocket-propelled sled mounted on rails. 
Five subjects were used in 19 runs, with backward-facing 
seats, over a range of 10 to 35 average applied g, with 
durations between 0-42 and 0-11 second; peaks of up to 
57 g for 0-02 second were recorded on chest accelero- 
meters. The restraint used consisted of a standard lap 
belt and an additional belt at the axillary level to support 
instruments. None of these experiments caused other 
than minor discomfort or injury. 

The author also carried out 36 experiments with the 
subject seated facing forward, and three harnesses were 


compared: the United States Air Force standard 40-¢ 
harness; an experimental harness made of 3-inch 
(7-6-cm.)-wide nylon webbing, consisting of shoulder 
straps, lap strap, and an inverted V leg strap; and 
finally the experimental harness with the addition of 
a chest strap. The U.S.A.F. harness was found in- 
adequate, with uneven application of force. Wearing 
the experimental harness, subjects could repeatedly 
tolerate average decelerations of 35 g with only transient 
discomfort. It was concluded that: (1) 49 g at 1,200 
g.p.s. for 0-12 second can be tolerated by the body if 
restraint is adequate; (2) the present U.S.A.F. harness 
was inadequate and could not be comfortably tolerated 
for higher than 17 g: (3) the minimum modification to 
the U.S.A.F. harness, to extend its range of protection to 
25 to 30 g, is the addition of a V leg strap: (4) the use of 
3-inch nylon webbing throughout would increase the 
limit to 40g. Deceleration was less painful in any type of 
harness if the straps below the waist were tighter than the 
shoulder straps. The strengthening of aircraft seats and 
anchorages is recommended, in view of the great tolerance 
of the human body to linear deceleration. 
D. H. Sproull 


902. Visual Problems of Supersonic Speeds 

Vv. A. Byrnes. American Journal of Ophthalmology 
[Amer. J. Ophthal.] 34, 169-177, Feb., 1951. 12 figs., 
7 refs. 


The physical conditions characteristic of supersonic 
speed are described and the ophthalmological importance 
of the wave of air built up in front of bodies moving 
faster than sound is discussed. The normal lag in visual 
perception and reaction time is such that when travelling 
at 1,800 miles (3,000 km.) per hour two pilots emerging 
from clouds 3,000 feet (914 metres) apart on a collision 
course would inevitably crash. If the distance were only 
500 feet they would collide without either pilot seeing 
the other. The effects of slanting optical surfaces, of 
vibration, acceleration, and temperature are briefly dealt 
with, and the dangers of high-speed escapes stressed. 

S.J. H. Miller 


903. Visual Illusions in Night Flying 
H. A. Imus, A. GRAYBIEL, R. H. BRown, and J. I. Niven. 
American Journal of Ophthalmology (Amer. J. Ophthal.] 
34, 35-41, May, 1951. 3 figs., 12 refs. 


For a period of 5 years a series of experiments have 
been conducted on the subject of orientation in space. 
The results have shown that hazards of flying are in- 
creased by illusions to which all pilots are susceptible. 
For example, it has been shown beyond all doubt that 
a pilot, when flying at night or in fog, cannot tell whether 
he is in a climbing turn or in a diving turn. It is im- 
portant, therefore, to explain the nature and cause of 
these illusions. 

Pilots should be convinced that they must rely upon 
the instruments in their plane. They must learn to ignore 
their bodily sensations, no matter how overpowering the 
latter may be. Much of the fear and mystery involved 
in spatial disorientation is removed when pilots under- 
stand the cause of these illusions and how to counteract 
them.—[Authors’ summary.] 
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Pharmacology and Therapeutics 


904. The Susceptibility of Anopheles quadrimaculatus 
to DDT after Five Years of Routine Treatment in the 
Tennessee River Valley 

G. F. Lupvik, W. E. SNow, and W. B. HAwkINns. 
Journal of the National Malaria Society {J. nat. Malar. 
Soc.| 10, 35-43, March, 1951. 1 fig., 5 refs. 


The authors, working under the auspices of the 
Tennessee Valley Authority of the U.S.A., set out to 
determine whether Anopheles quadrimaculatus has devel- 
oped any sign of resistance to DDT after 5 years’ routine 
field treatment. DDT has been used as a larvicide and 
adulticide since 1945 in certain impoundage areas of the 
Tennessee River. Fourth instar larvae from the treated 
area and from an untreated area were exposed to similar 
concentrations of DDT. The mortality was lower in 
larvae from the treated area, but the differences were not 
statistically significant. Laboratory tests in which 
adults from treated and untreated areas were released 
in boxes of which the sides were sprayed with DDT 
concentrates showed no difference in susceptibility 
between the 2 populations. When adult mosquitoes 
were released in a room treated 8 and 11 weeks previously 
with DDT the percentage knockdown was about the 
same for the 2 populations. The percentage mortality 
among the mosquitoes which remained in the room was 
also similar for the treated and controls. Among adults 
which escaped into an untreated trap, however, those 
from the treated area showed a higher survival rate than 
the controls. Survivors from the treated and untreated 
areas were observed to deposit eggs upon the sides of 
their cages after escape from the room. The authors 
suggest that under favourable conditions in the field 
enough adults might thus survive to form a nucleus for 
the development of a resistant strain. 

William Hughes 


905. Effects of Various Drugs upon Cerebral Circula- 
tion and Metabolism of Man 

H. A. SHENKIN. Journal of Applied Physiology (J. appl. 
Physiol.] 3, 465-471, Feb., 1951. 2 figs., 6 refs. 


The cerebral blood flow was determined in unanaesthe- 
tized men by the nitrous oxide technique of Kety ef al. 
(J. clin. Invest., 1948, 27, 476) before, and 5 minutes 
after, the intravenous injection of various drugs. The 
oxygen and carbon dioxide content and the fH of the 
blood were estimated and the cerebral oxygen consump- 
tion calculated. The mean arterial blood pressure was 
recorded on a mercury manometer attached to a needle 
in the femoral artery, and the cerebrovascular resistance 
was calculated by dividing this by the cerebral blood flow. 

An intravenous injection of 0-46 g. of caffeine sodium 
benzoate was given to 9 patients on the 2nd or 3rd day 
after operation for brain tumour. The cerebral blood 
flow was reduced by 15-6, owing to increase in cerebro- 
vascular resistance. The cerebral oxygen consump- 


tion was unaltered. An injection of 16 mg. of papa- 
verine hydrochloride was given intravenously to 4 
patients suffering from decreased cerebral circulation, 
There was a fall in the mean arterial blood pressure and 
a reduction in the cerebrovascular resistance. No 
change occurred in the cerebral oxygen consumption or 
in the pH of the blood. An injection of 0-7 mg. 
of histamine was given by an intravenous drip to 10 
normal individuals. Since the mean arterial blood 
pressure fell by between 11 and 58%, the second cerebral 


blood-flow estimation was not made until the blood’ 


pressure was stabilized by adjusting the rate of inflow of 
the histamine. Histamine was found to be an excellent 
vasodilator. The decrease in cerebrovascular resist- 
ance could be correlated with the reduction in the 
systemic blood pressure. Amphetamine in doses of 20 
mg. intravenously did not influence the cerebral blood 
flow or cerebral oxygen consumption in 2 stuporose 
patients with reduced cerebral circulation. 
R. Hodgkinson 

906. The Pharmacology of ** Avacan”. (Zur Pharma- 
kologie des Avacan) 

N. Brock. Deutsche Medizinische Wochenschrift { Dtsch. 
med. Wschr.] 76, 474-477, April 6, 1951. 3 figs., 14 refs. 


“ Avacan’”’ is a synthetic spasmolytic compound 
having the structural formula 


4 \\_.¢—coo—c, H ll 
NH—CH,—CH,—N 


C3H; 


Spasmolytic compounds are classified by the author into 
two types, those having an atropine-like action antago- 
nizing the effects of acetylcholine, and those having, 
like papaverine, a direct inhibitory effect on smooth 
muscle. The new compound avacan has a combined 
effect, possessing musculotropic and neurotropic ” 
properties. In tests on the isolated guinea-pig ileum 
with histamine and carbachol as spasm-producing 
drugs and papaverine and atropine as the corresponding 
antagonists avacan had the same potency as papaverine 
and one-seventh the potency of atropine. With barium 
chloride and neostigmine as the stimulating substances 
to promote peristalsis in the guinea-pig ileum in situ, 
avacan had about the same potency as papaverine, but 
only one-thirty-ninth the potency of atropine. The 
advantage claimed for the compound is that, while 
having a direct spasmolytic action on smooth muscle, 
it is practically devoid of the side-effects which are 
associated with an atropine-like action. 

R. Wien 


232 


907. 
on the 
Spasm 
H. BL 
Woche 
1951. 
A 
in do: 
intran 
distur 
in bl 
condit 
exper! 
flow 

2 mg 
witho 
Highs 
dilate 
gener 
of th 

vesse 

908. 
(Etu: 

P.O 
464- 
Ti 
for 

and 

| 
theo 

thet 
| som 
nau 
tot 
thes 

the 

has 
of 
cor 
ber 
the 
Ne) 
Tt 
m 
re: 
ga 
be 
gi 
as 
el 
fi 


PHARMACOLOGY AND THERAPEUTICS 


907. The Action of a New Spasmolytic (‘* Avacan’’) 
on the Coronary Vessels. (Die Wirkung eines neuen 
Spasmolytikums (Avacan) auf die Koronargefasse) 

H. BLoMeR and G. SCHIMERT. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.] 76, 477-479, April 6, 
1951. 3 figs., 4 refs. 


“ Avacan ”’ (see Abstract 906) has been used clinically 
in doses of 20 mg. intravenously and 30 to 40 mg. 
intramuscularly. In higher doses it produces vertigo, 
disturbance of accommodation, bradycardia, and fall 
in blood pressure. It has been used in vasospastic 
conditions such as angina pectoris and migraine. In 
experiments on dogs under chloralose, in which coronary 
flow and blood pressure were measured, doses of 1 to 
2 mg. of avacan per kg. increased the coronary flow 
without influencing the blood pressure or the pulse rate. 
Higher doses (3 to 6 mg. per kg.) had a general vaso- 
dilator effect on the peripheral vessels, producing a 
general fall of blood pressure. The constrictor effect 
of the injection of pituitary extract on the coronary 
vessels was relieved by the administration of avacan. 

R. Wien 


908. Clinical Trial of a New Derivative of Procaine. 
(Etude clinique d’un nouveau dérivé de la procaine) 

P. Oury and P. Fayarp. Presse Médicale [Pr. méd.| 59, 
464-465, April 7, 1951. 


The authors review the therapeutic uses of procaine 
for the relief of symptoms associated with myocardial 
and peripheral vascular disease. Procaine is sometimes 
combined with other drugs, such as atropine and 
theophylline. Intravenous, intra-arterial, and sympa- 
thetic-ganglion injections are used. They describe 
some undesirable side-effects, such as vertigo, headache, 
nausea, faintness, and generalized oedema. They refer 
to the work of Nitti, Bovet, and Depierre, who attribute 
these effects to the presence of the para-amino group in 
the procaine molecule. 

The authors studied a compound in which this group 
has been replaced by an ethoxy group. The formulae 
of procaine and the new substance, “* maxicaine’’, are 
compared, the latter compound being the para-ethoxy- 
benzoic acid ester of diethylaminoethanol : 


Comparisons of the 2 substances were made from 
the points of view of activity and tolerance. A 1% 
solution of each was injected into 6 human subjects. 
The duration of the analgesia caused by maxicaine was 
more than double that caused by procaine. Comparable 
results were obtained in an unspecified number of stellate- 
ganglion injections, the resultant Horner’s syndrome 
being used as an indication of efficacy. 

The authors refer to the work of Hazard, Pilla, Corteg- 
giani, and Cornec, who found that maxicaine, as well 
as having an analgesic effect on the rabbit’s cornea twice 
or thrice as lasting as procaine, exerted an antinicotinic 
effect five times as great, and that the sympathomimetic 
factor was suppressed before the parasympathomimetic. 


_tions. 


233 


They then used maxicaine on those patients who had 
been tolerant of intravenous procaine. Some details 
of 3 cases are given: symptoms were relieved and there 
were no side-effects. [No other cases and no failures 
are reported.] The authors also refer to the report by 
Blum of 83 cases in which maxicaine was given as a local 
analgesic (intranasally in 48) without toxic symptoms. 
Finally they state that maxicaine has no anti-sulphon- 
amide action. E. K. Brownrigg 


909. Aneurin and _ Intolerance to Opiates. 
intolérances aux opiacés et la vitamine B;) 

—. LONJUMEAU and —. LEvéque. Bulletin de I’ Académie 
Nationale de Médecine [Bull. Acad. nat. Méd., Paris) 135, 
45-48, Jan. 23, 1951. 2 refs. 


In certain susceptible individuals morphine in thera- 
peutic doses produces vertigo, vomiting, headache, and 
even a state of shock. This susceptibility has been 
observed more frequently in females and in children. 
The authors noticed that the simultaneous injection of 
aneurin (100 mg.) with morphine in a series of cases 
of carcinomatosis completely prevented symptoms of 
intolerance. They suggest that morphine, through its 
action on the respiration, circulation, haemoglobin, 
adrenal glands, and liver, produces an acidosis which 
affects the nerve cells and requires additional aneurin for 
its reversal by the decarboxylation of pyruvic acid. 

I. Ansell 


910. Ventricular Fibrillation due to Digitalis Prepara- 
A Review and Report of Two Cases following 
Intravenous Administration of Acetyl Strophanthidin 

C. D. ENSELBERG, J. P. Croce, and B. Lown. Circulation 
[Circulation] 3, 647-657, May, 1951. 5 figs., biblio- 
graphy. 

The authors have reviewed the literature on digitalis- 
induced ventricular fibrillation, but were able to find only 
4 cases with electrocardiographic proof. They suggest 
that ventricular tachycardia is not necessarily the pre- 
cursor of fibrillation, and may terminate in ventricular 
standstill. Some deaths from digitalis have followed a. 
profuse diuresis, and may be connected with a profound 
depletion of potassium which renders the heart more 
sensitive to digitalis. It is also suggested that ventricular 
fibrillation due to digitalis differs from that due to other 
causes. In animals poisoned by digitalis the rate tends 
to be slow and ventricular complexes fairly uniform, while 
the rhythm is not grossly irregular. Fibrillation is 
preceded by an increasing A-V block and progressive 
widening of the QRS complex, a pattern not unlike that 
produced by potassium poisoning. The authors think 
that this type of ventricular fibrillation may be due to 
depression, rather than increased irritability, of the myo- 
cardium, but they comment on the pre-fibrillatory state, 
consisting of bidirectional tachycardia, multiple ven- 
tricular extrasystoles, and ventricular tachycardia. In 
this premonitary stage death from ventricular fibrillation 
can be prevented, but treatment of the established 
condition is almost uniformly unsuccessful. 

Three instances of ventricular fibrillation, with graphic 
proof, are reported in 2 patients after intravenous 
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acetyl strophanthidin. Both were elderly patients 
in severe congestive cardiac failure and had suffered 
recent cardiac infarction; one patient survived the first 
attack of fibrillation, but succumbed after a second 
injection of acetyl strophanthidin. It is probable that 
both patients would have died in any event. 

It is well known that digitalis poisoning readily occurs 
in elderly persons with severely damaged hearts, particu- 
larly after myocardial infarction. Whenever possible 
the intravenous use of digitalis should be avoided in 
such patients. J. F. Goodwin 


911. The Effect of Digitoxin on Sodium Excretion, 
Creatinine Clearance, and Apparent Cardiac Output 

M. J. Greve, E. E. EDDLEMAN, K. WILLIS, S. EISENBERG, 
and T. R. Harrison. Circulation [Circulation] 3, 
405-412, March, 1951. 1 fig., 29 refs. 


Experiments were conducted on healthy adults to 
elucidate the relationship between cardiac output, 
glomerular filtration, and sodium excretion. Nine 
healthy male medical students were given 0-2 mg. of 
digitoxin in divided doses over a 9-hour period. During 
the first 48 hours after digitalization the apparent 
cardiac output (electrokymographic method) fell mark- 
edly, while sodium excretion increased or remained 
unchanged in the same period. At 72 hours the apparent 
cardiac output returned to the control level and sodium 
excretion declined. Creatinine clearance decreased 
slightly throughout the experiment and in 5 subjects it 
was still low after the cardiac output had returned to 
the initial level. 
a consistent relationship between sodium excretion, 
glomerular filtration, and apparent cardiac output as 
measured by the electrokymographic method. The 
possible implication of these facts in relation to the 
regulation of sodium excretion is discussed. [Investiga- 
tions on similar lines in disease are planned by the authors 
and should prove of great interest to clinicians.] 

A. 1. Suchett-Kave 


912. Pharmacodynamics of Digitalis Bodies. Studies 
on the Cardiac Papillary Muscle of Mammals, Especially 
of Man. (Pharmacodynamie des substances digitaliques. 
Etude réalisée sur le muscle papillaire du coeur de 
mammifére, et de homme en particulier) 

A. Loupatiéres. Archives Internationales de Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 85, 
49-63, Jan., 1951. 5 figs., 14 refs. 


In experiments in which isolated, fatigued papillary 
muscle from the heart of the cat, dog, human adult, and 
foetus was used, evidence was obtained in favour of 
three direct actions of digitalis glycosides on the heart. 
These were increased force of systolic contraction, 
increased diastolic tone associated with shortening of the 
muscle fibres, and cardiac slowing. All three actions 
occur simultaneously. The actions represent aspects of a 
process of functional regeneration in a heart in which, 
perhaps, accumulation of metabolites has brought about 
a progressive deficiency. The author also suggests an 
action of these glycosides on cells generally, the cardiac 
effects reflecting a greater immediate sensitivity to this 


The evidence, therefore, is against: 


action. [This latter suggestion is interesting; neverthe- 
less pharmacologists and cardiologists would welcome 
more supporting evidence. ]} 

Derek R. Wood 


913. Effect of Nitroglycerine on the Cardiovascular 
System of Normal Persons 

R. WeEariA, J. L. NicKeERSON, R. B. Case, and J. F. 
HOLLAND. American Journal of Medicine [Amer. J. 
Med.) 10, 414-418, April, 1951. 6 refs. 


The effect on the cardiovascular system of doses of 
nitroglycerine used clinically (0-0006 g.) was studied in 
10 normal persons. Cardiac output per minute, 
systolic output, and heart rate were observed to increase 
whereas the blood pressure did not change. The cardiac 
work per beat and per minute is therefore increased by 
the dose of nitroglycerine employed. 

These findings suggest that nitroglycerine relieves the 
anginal pain of myocardial ischemia by increasing the 
coronary flow relatively more than the work of the heart. 
They would also appear to suggest a physiologic basis for 
caution in using nitroglycerine when the cause of the 
anginal pain is not definitely established to be simple 
temporary myocardial ischemia and may be due to 
coronary occlusion.—[Authors’ summary.] 


914. Responses of Coronary Vessels 
(Posterior Lobe) Extract and to Adrenaline 
P. Korpik. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 6, 75-78, March, 
1951. 2 figs., 2 refs. 


Hearts of rabbits and cats were perfused with oxy- 
genated Locke’s solution by Langendorff’s method. 
The rate of flow was measured by Stephenson’s recorder 
(J. Physiol., 1948, 107, 162). Rabbit hearts usually 
responded to posterior pituitary extract (0-01 to 0-04 
unit) by a constriction of the coronary vessels: in only 
1 of 27 animals was this constriction followed by a 
dilatation. The effect of the same extract (0-02 to 
0-1 unit) on the cat heart was more complicated. In 
13 out of 53 there was constriction only: in 18 the 
constriction was succeeded by a dilatation: and in 22 the 
response was dilatation only. 

This difference in response between the rabbit and 
cat heart was also observed with adrenaline. In the 
rabbit, coronary constriction occurred in 38 out of 57 
cases, and in 19 cases a constriction was followed by 
dilatation. In no instance did adrenaline produce pure 
dilatation. On the cat heart, in only 1 of 63 animals was 
pure constriction noted, in I! cases constriction was 
followed by a dilatation, and in 51 cases a pure dilatation 
was observed. 

Ephedrine stimulated the rate and amplitude of the 
cat heart-beat, but had little or no effect on the rate or 
amplitude of the rabbit heart-beat, even in amounts 
10 times greater. 
similar to, but more prolonged than, those of adrenaline. 
Gunn (J. Pharmacol., 1926, 29, 325) showed that the 
same kind of difference in response between rabbit and 
cat hearts could be observed with histamine. 

John R. Vane 
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915. Influence of Various Drugs on Coronary Flow. 
Experiments on Isolated Rabbit Hearts. [In English] 
Pp. I. HALONEN, O. VARTIAINEN, and E. V. VENHO. 
Annales Medicinae Experimentalis et Biologiae Fenniae 
{Ann. Med. exp. Biol. fenn.] 29, 23-32, 1951. 7 figs., 
12 refs. 


Rabbits’ hearts were perfused with Locke’s solution by 
Langendorff’s method, and the rate of heart beat and 
coronary flow were measured. Vasopressin (0-4 to 0-8 
unit “ pitressin’’) produced coronary constriction 
jn all cases. Papaverine (1 : 50,000 to 1 : 500,000) more 
than doubled the coronary flow, the effect gradually 
decreasing over 15 to 20 minutes. Pitressin (0-4 unit) 
given during the increased flow had much less effect 
than before. Ethyl alcohol (1 : 2,000) had little or no 
effect. Heparin (1: 1,000 to 1 : 100,000) sometimes 
gave a small increase and sometimes a decrease in 
coronary flow [histamine content?]. 8-Pyridylcarbinol 
(1 : 100,000 to 1 : 500,000) caused a slight increase in 
coronary flow of up to 25%. Mannitol hexanitrate 
(1: 100,000 to 1 : 300,000) produced a considerable 
increase in flow: the highest concentration doubled the 
flow. Khellin (1 : 100,000 to 1 : 500,000) also increased 
flow up to double the previous level, but in the higher 
concentrations it caused a fall in heart rate, irregularities, 
and eventually irreversible cessation in systole. During 
the increase in coronary flow pitressin was less effective 
than before. John R. Vane 


916. The Effect of Quinidine Lactate on the Plasma 
Potassium Level and the Electrocardiogram. [In English] 
R. A. HuGGins and D. W. CHAPMAN. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodvn.] 85, 217-221, Jan., 1951. 12 refs. 


During experiments on the peripheral effects of 
quinidine it was noted that the plasma potassium 
concentration of dogs receiving quinidine was below 
normal. This finding was further examined, especially 
in relation to any changes in the electrocardiogram. 
In dogs anaesthetized with sodium barbitone the fall in 
blood potassium level was related to the dose of quini- 
dine injected. However, there was no correlation 
between the fall in plasma potassium level and changes 
in the electrocardiogram (ECG). Indeed, in 2 animals 
in which the level fell respectively to 72 and 79 mg. per 
100 ml. there -were no significant changes in the ECG. 
These results do not agree with earlier suggestions that 
the electrocardiographic changes during quinidine 
therapy are due to a reduction in plasma potassium 
content. Some other factor appears to be concerned. 

Derek R. Wood 


917. Electrocardiographic Studies of the Effect of 
Histamine on the Cardiac Mechanism 

L. H. Crrep and W. K. Ritey. American Heart Journal 
[Amer. Heart J.] 41, 423-436, March, 1951. 7 figs., 
34 refs. 


The effect of histamine (0-4 mg. of histamine acid 
phosphate per kg. of body weight, given intravenously) 
was studied in guinea-pigs and rabbits by serial electro- 
cardiography (standard and right and left chest leads). 


Effects observed included changes in heart rate, dis- 
turbances of A-V conduction, and alterations in the 
final defiexions indicative of myocardial damage. They 
were similar to those of artificial asphyxia, and the 
changes in the T waves were suggestive of myocardial 
anoxia. Diphenhydramine (3 mg. per kg.) intraperi- 
toneally 15 minutes before, or intravenously simul- 
taneously with, an otherwise lethal dose of histamine 
minimized the electrocardiographic changes. Micro- 
scopical examination of the heart following histamine 
shock showed only small scattered areas of focal haemor- 
rhage, probably due to the shock itself; no pathological 
changes were found in the animals protected by 
diphenhydramine. A. Schott 


918. The Effect of Atropine and Hyoscine on the Pulse 
Rate in Human Subjects 
W. M. SHEARER. Anaesthesia [Anaesthesia] 6, 76-82, 
April, 1951. 6 figs., 5 refs. 


The effect of atropine and hyoscine on the pulse rate 
was studied in healthy Africans between 18 and 30 years 
of age who were kept at rest in bed. The pulse was 
recorded at 5-minute intervals for 20 minutes before the 
injection of each drug and for 2 hours afterwards. A 
similar test was performed with sterile water on another 
day. 

Atropine sulphate, 1/60 grain (1-1 mg.), given sub- 
cutaneously to 30 subjects caused a rise in pulse rate of 
12 to 20 beats a minute in 14, of 21 to 30 beats in 12, and 
of 31 to 49 beats in 6 cases. The full effect was seen in 
half to one hour, and the pulse returned to normal 
within 24 hours. Atropine, 1/100 grain (0-65 mg.), given 
subcutaneously to 7 subjects caused a slight rise in the 
pulse rate in 2 cases, and an increase of 12 to 20 beats a 
minute in the remainder. The intravenous injection of 
atropine sulphate, 1/60 gr., caused an immediate rise in 
pulse rate of 30 to 48 a minute in 13 out of 23 subjects. 
Hyoscine hydrobromide, 1/100 gr., injected subcuta- 
neously in 30 subjects caused a rise of 10 to 20 beats a 
minute in 11 cases, of 21 to 31 beats in 10, and no rise 
in 9. The increase was preceded by a transient fall. 

This conflicts with the current teaching that a thera- 
peutic dose of hyoscine does not increase the pulse 
rate. Given intravenously to 16 subjects, this dose of 
hyoscine caused an immediate rise in pulse rate in 6 cases 
of from 10 to 20 beats a minute, in 5 a rise of 21 to 30 
beats, in one a rise of 36, and in 4 no rise. The rate fell 
fairly rapidly. 

The author concludes that for premedication a dose 
of 1/100 gr. of atropine is preferable to 1/60 gr. and that 
1/60 gr. is an excessive dose for intravenous admini- 
stration. Gordon Ostlere 


919. Properties and Limitations of a Cation-exchange 
Resin. Laboratory Investigation of Zeo-Karb 225 

F. Morton. Lancet [Lancet] 1, 825-827, April 14, 1951. 
7 refs. 


The properties of a cation-exchange resin—** zeo-karb 
225 ’’—were studied with a view to determining its clinical 
usefulness. Clearly if a resin could be found which 
would remove sodium from solutions, without other 
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undesirable effects, the physician would have a very 
useful therapeutic and experimental tool. But un- 
fortunately the resin studied has a far greater affinity for 
calcium (85% in 3 hours) and potassium (32:5%) than 
for sodium (7-5%), and the cation exchange is accom- 
panied by a possibly dangerous liberation of acid. The 
first disadvantage cannot be overcome by pre-saturation 
of the resin with calcium and potassium, and the second 
can be countered only by the administration of mag- 
nesium trisilicate at the cost of loss of exchange efficiency. 
Exchange efficiency is proportional to the concentration 
of the cation, and the great preponderance of sodium in 
the alimentary tract ensures that some at least will be 
exchanged. 

An ingenious experiment designed to reproduce gastro- 
intestinal conditions in vitro showed that satisfactory 
results might be obtained by (a) administration of the 
resin with magnesium trisilicate; (6) administration of 
supplementary doses of calcium and potassium at other 
times when they are not liable to be acted upon by the 
resin; (c) restricting the sodium intake. 

(Clinicians wishing to use this or other exchange resins 
should study this very clear article in the original.] 

J. Naish 


920. Peptic Ulcer in Man. Part 4. A New Antacid 
Made to Meet Requirements of Antacid Therapy. Chemi- 
cal and Laboratory Work 

H. Necueves, H. S. P. BRALOw, and M. A. 
SPELLBERG. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 18, 1-7, Jan., 1951. 4 figs. 


In search for an antacid for ulcer therapy, sodium 
carboxymethylcellulose (SCMC) with a high degree of 
substitution was chosen for study. Compounds with 
0-3 to 2:0 carboxymethyl groups per glucose unit (degree 
of substitution (d.s.)=0-3 to 2:0) were prepared and 
tested on dogs with permanent gastric fistulae. The 
* antacid index’ (the number of minutes the stomach 
PH is maintained above pH 3-5 during a 60-minute 
interval after the introduction of the antacid) was 
determined following the injection of 0-6 mg. histamine 
base subcutaneously. On mixing SCMC (d.s.= 
0-5) with 1% solution of sodium bicarbonate it was 
shown that whereas neither substance was effective by 
itself, the antacid index rose to 52. This was inter- 
preted as a retentive phenomenon in that the SCMC 
formed a viscous coating on the mucosa, keeping 
the sodium bicarbonate in the stomach. By using 
SCMC (25% solution) with higher buffering power 
(d.s.=1) it was shown that this by itself had as high an 
antacid index (52) as a preparation of aluminium 
hydroxide gel. SCMC also prevented ulcer formation 
after intramuscular injection of a histamine—beeswax 
mixture into dogs. In the control group ulcers were 
present in 83%, out of which 16% died, whereas in those 
treated with SCMC only 21% formed ulcers and none 
died. 

SCMC significantly increased the rate of healing of 
superficial skin wounds when applied topically to the 
lesion, probably owing to its alkaline pH. A composite 
tablet of 450 SCMC and 150 mg. magnesium oxide gave 
the best neutralization of stomach contents in normal, 


healthy adults. SCMC is a bland, non-irritative, non- 
constipating substance and when given in sufficient bulk 
acts as a laxative because of its affinity for water. 

John R. Vane 


921. Peptic Ulcer in Man. Part 5. A New Antacid, 
SCMC, Made to Meet Requirements of Antacid Therapy, 


Clinical Evaluation 


S. P. BrRALow, M. SPELLBERG, H. KROLL, and H. 
NECHELES. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 18, 7-16, Jan., 1951. 4 figs., 
bibliography. 


Sodium carboxymethylcellulose (SCMC) (450 mg.) 
with magnesium oxide in tablet form (150 mg.) has 
been evaluated clinically in a series of 105 patients with 
symptoms of peptic ulcer The control group consisted 
of 100 similar patients treated with aluminium hydroxide 
preparations. The results showed that the SCMC 
preparation was slightly more effective than the alumi- 
nium hydroxide (studied over one year for recurrences), 
The recurrence rate for the group treated with SCMC 
and magnesium oxide was 23-8% compared with 34% 
for the control group. ‘* Trasentin ’’ (75 mg.) mixed with 
the SCMC-magnesium oxide was found to give effective 
relief from otherwise intractable spasm and pain. The 
tablets were also found to be a good bulk laxative, 
relieving 85° of constipated patients. 

John R. Vane 


922. Oral Banthine, an Effective Depressor of Gastro- 
intestinal Motility 

M. J. Lepore, R. GOLDEN, and C. A. FLoop. Gastro- 
enterology [Gastroenterology] 17, 551-559, April, 1951. 
6 figs., 8 refs. 


The passage of a barium sulphate meal through the 
intestines of 7 patients was followed by repzated radio- 
graphy. All the patients showed an abnormally high 
rate of transit of the barium (3 were suffering from 
diarrhoea and 4 from inflammatory disease of the smail 
or large bowel). 

xylate methobromide), an anti-acetylcholine com- 
pound, was found to prolong considerably the emptying 
time of the stomach and to raise the transit time of the 
barium through the intestine from a control figure of 
about 1 hour to 7 to 9 hours. In the one patient tested 
a placebo had no effect. Banthine caused undesirable 
side-effects such as drying of the mouth, dilatation of the 
pupils, and mild paralytic ileus. John R. Vane 


923. Some Effects of Banthine on Pancreatic Secretion 
D. ANNIS and G. A. HALLENBECK. Gastroenterology 
[Gastroenterology] 17, 560-567, April, 1951. 1 fig., 
10 refs. 


In dogs with the major pancreatic duct cannulated 
and the minor duct ligated, ‘“‘ banthine ’’ was found to 
reduce greatly the volume, content of alkali, and tryptic 
activity of pancreatic juice secreted after ingestion of 
meat. It had little or no effect upon the volume 
of juice secreted in response to intravenous injection of 
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secretin or to instillation of N/10 hydrochloric acid 
in the duodenum. The tryptic activity of the juice, 
however, was markedly decreased. In all these experi- 
ments the dose level was sufficient to produce side-effects 
such as increased pulse rate, dilatation of the pupils, 
and dryness of the mouth. John R. Vane 


924. Inhibition of Epinephrine-induced Hyperglycemia 
with Adrenergic Blocking Drugs 

E. L. Komrap and E. R. Loew. American Journal of 
Physiology [Amer. J. Physiol.] 165, 66-72, April, 1951. 
1 fig., 22 refs. 


It is known that adrenaline-induced hyperglycaemia 
in animals may be diminished by ergot alkaloids, 
“dibenamine”’, tolazoline, yohimbine, and certain 
dioxane derivatives. Several new potent adrenergic 
blocking agents have now been tested for this action. 
The drugs were injected intravenously into rabbits 
30 minutes before a standard intravenous dose of 4 pg. 
of pure adrenaline per kg. The blood sugar level rose 
to a peak in 15 minutes and fell to normal in 40 minutes, 
and for this comparison of efficacy only the rise occurring 
at 15 minutes after the adrenaline injection was recorded. 
None of the blocking agents alone affected the fasting 
blood sugar level. Of the active ones, the hydrochlorides 
of ethyl-2-chloroethyl-2-orthobenzylphenoxyethylamine 
and 1-phenyl-2-N-methylbenzylaminoethyl chloride com- 
pletely blocked the adrenaline-induced hyperglycaemia. 
When the halogen in the molecule of the second agent 
was replaced by a hydroxyl group, the resulting com- 
pound did not affect the hyperglycaemia. 

Other active agents were N-9-fluorenyl-N-ethyl-2- 
chlorethylamine, 1-naphthylmethylethyl-2-bromoethyl- 
amine, 3-( N-ethyl-N-2-chloro-ethyl)-aminoethy!thianaph- 
thoene, and 2-(2-biphenyloxy)-2’-chlorotriethylamine. 
All of these compounds are potent adrenaline antagonists 
on blood pressure, and thus it appears that the halo- 
genated ethylamine group is necessary for blockage of 
adrenaline-induced hyperglycaemia and hypertension. 
Other compounds which were devoid of the ability to 
reverse adrenaline hypertension in dogs were also without 
effect in reducing the hyperglycaemia. 

G. B. West 


925. Pharmacological Study of Injected Cholinesterase 
I. T. Beck. British Journal of Pharmacology and Chemo- 
therapy (Brit. J. Pharmacol.] 6, 144-154, March, 1951. 
6 figs., 20 refs. 


A very potent true cholinesterase preparation from 
bovine erythrocytes was injected into adult rats. 
Estimations of blood cholinesterase levels showed that 
1,000 units of enzyme produced an increase for the first 
2 minutes after injection, but the activity rapidly fell 
off in 5 minutes. A similar dose of enzyme increased 
the cholinesterase content of the left gastrocnemius 
muscle as compared with that found in the right muscle 
before the injection, and this increase lasted up to 10 
minutes after injection. On the other hand this dose 
did not affect the blood-pressure level of rats, nor did it 
alter the effect of vagus stimulation, but the action of 
injected acetylcholine was partly reduced. 

M—R 


Injections of bovine erythrocyte cholinesterase did not 
influence neuromuscular transmission in vivo (rat and 
cat) or in vitro (frog and rat) or the effect of close 
intra-arterial injection of acetylcholine. The chromo- 
dacryorrhoea produced in rats by acetylcholine was also 
unaffected. All these negative findings suggest that the 
enzyme had not reached the vital points in the neuro- 
muscular mechanism in sufficient quantity to produce 
the required anti-acetylcholine effect. 

[It may be that a stabilizer of the enzyme preparation 
will be found, in which case cholinesterase in excess 
might inhibit the transmission of nervous impulses 
to the muscle. Clinically, its action would then be 
superior to that of curare, since its paralytic activity 
could be immediately reduced by anticholinesterase 
drugs, whereas antagonism of curare is sometimes un- 
certain. ] G. B. West 


926. Inhibition of Cholinesterases by Irreversible 
Inhibitors in vitro and in vivo 

F. Hossicer. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 6, 21-30, March, 
1951. 3 figs., 20 refs. 


The effect of tetraethylpyrophosphate (TEPP) in vivo 
was compared with its inhibiting effect in vitro, using 
guinea-pigs and rats. TEPP (0-1 mg. per kg.) produced 
marked symptoms of the muscarine type of acetylcholine 
poisoning in guinea-pigs, and atropine sulphate (2 mg. 
per kg.) given half-an-hour before TEPP considerably 
reduced its toxicity. Varying degrees of cholinesterase 
inhibition (estimated by the usual Warburg technique 
with acetyl-8-methylcholine and benzoylcholine as 
substrates) were noted in various tissues of animals 
killed 30 minutes after the injection of TEPP. Brain 
cholinesterase was much less inhibited than that in blood, 
salivary glands, and intestine. Similar results were 
obtained in rats. 

For the work in vitro, concentrations of TEPP pro- 
ducing a 50% inhibition in 20 minutes at 37° C. in equi- 
active enzyme preparations (for a given substrate) were 
compared. Whereas the cholinesterases in guinea-pig 
erythrocytes, brain, and salivary glands gave similar 
results, those from the intestine behaved differently and 
much higher concentrations of the inhibitor were neces- 
sary to achieve a 50% inhibition. This difference could 
not be attributed to differential inhibition by TEPP, nor 
to a different speed of destruction of inhibitor. It was 
found that tissue constituents other than cholinesterases 
(for example, proteins) combined with varying amounts of 
inhibitor, and this might account for the differences 
observed. 

The duration of cholinesterase inhibition by TEPP 
in vivo was studied (a) by testing the chromodacryorrhoea 
response in rats over a period of 7 days following intra- 
peritoneal injection, and (6) by measuring the esterase 
levels in various tissues of guinea-pigs following sub- 
cutaneous injection. Whereas TEPP inhibition was 
reversible in 7 days, the recovery after diisopropyl- 
fluorophosphonate (DFP) was only about 50% in 10 days. 
The results of experiments in vitro suggested that this 
inhibition of cholinesterase by DFP was irreversible, 
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whereas that by TEPP was reversible, except with the 
enzyme of human serum. This reactivation after TEPP 
was found to be due either to dissociation of the enzyme-— 
inhibitor complex or to destruction of the inhibitor by 
cholinesterase. Magnesium ions have an activating 
effect, and copper ions slow down the process of enzyme 
reactivation. G. B. West 


927. Paralysis of Autonomic Ganglia by Methonium 
Salts 

W. D. M. Paton and E. J. Zaimis. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.) 6, 
155-168, March, 1951. 12 figs., 14 refs. 


It is well established that decamethonium is the most 
active member of the methonium series in producing 
neuromuscular block, and the lower members of this 
series have now been shown to produce ganglionic block 
in cats under chloralose anaesthesia by interfering with 
transmission at the synapse and not by interfering with 
the release of acetylcholine in the ganglion, Intravenous 
doses of pentamethonium (C5) and hexamethonium (C6) 
were particularly effective in depressing or blocking 
the contraction of the nictitating membrane elicited by 
excitation of the preganglionic trunk, but were without 
action on the contraction elicited by postganglionic 
excitation or by intravenous doses of adrenaline. When 
the superior cervical ganglion was perfused with eserin- 
ized Locke’s solution and the effluent assayed for 
acetylcholine, 10 mg. of pentamethonium did not 
affect the acetylcholine release in the ganglion, despite 
the fact that the dose of pentamethonium was more than 
1,000 times that required to cause some degree of 
ganglionic block. 

These methonium compounds must interfere, as curare 
has been found to do, with the transmission process at 
the ganglionic synapse itself by raising the threshold for 
excitation of the ganglion to the acetylcholine released. 
When injected into cats under chloralose anaesthesia, 
pentamethonium and hexamethonium regularly caused 
a fall in blood pressure, which was not marked if the 
initial pressure was low. They prevented the action of 
nicotine and tetramethylammonium (substances which 
excite the autonomic ganglia), but they did not reduce the 
effects of acetylcholine or adrenaline. In the spinal cat, 
no depressor response was seen. Thus these two 
methonium compounds produce their depressor effect 
by releasing sympathetic vascular tone, and in addition 
they are free from muscarine-like, histamine-liberating, 
atropine-like, or adrenolytic actions. The effect of vagal 
stimulation on the heart was blocked, but that of acetyl- 
choline was unchanged, whereas they were very active 
in paralysing the peristaltic reflex of the rabbit’s or 
guinea-pig’s isolated ileum. The absence of neuro- 
muscular activity, and of histamine liberation in 
particular, makes their use more convenient than that of 
tubocurarine. 

[From this study, it is clear that these compounds 
(C5 and C6) will have a great future in physiological and 
clinical work. They are highly potent ganglionic 
blocking agents, yet they possess remarkable specificity.] 

G. B. West 


928. The Action of Decamethonium on Normal and 
Denervated Mammalian Muscle 

E. J. Zatis. Journal of Physiology (J. Physiol., Lond. 
112, 176-190, Jan., 1951. 12 figs., 22 refs. 


It is known that decamethonium possesses a stimulant 
action on the normal mammalian skeletal muscle and 
produces a contracture of the amphibian muscle: ip 
addition, it causes a depolarization of the muscle fibre 
restricted to the region adjacent to the end-plates. The 
main object of this investigation was to show that 
decamethonium possesses at the neuromuscular junction 
all the nicotine-like actions of acetylcholine. 

Cats anaesthetized with chloralose were used, and the 
tibialis anterior muscle was arranged for recording. In 
certain experiments chronic denervation of the tibialis 
was carried out. The drugs were injected either by the 
close or by the distant arterial route. The first distant 
arterial injection of 10 to 15 yg. of decamethonium, 
given into a normal muscle during a regular series of 
single maximal nerve volleys 10 seconds apart, was 
followed by an immediate increase in the twitch tension 
lasting for about 60 seconds. A second stimulant dose 
of decamethonium caused usually a greater increase of 
twitch tension and sometimes a potentiation, with strong 
twitching or even a tetanic spasm. These stimulant 
doses of decamethonium were all potentiated by small 
doses of eserine or neostigmine, suggesting that the 
action of decamethonium is acetylcholine-like at the 
neuromuscular junction or that it exerts an anticholin- 
esterase activity. On the frog rectus muscle, however, 
stimulant doses of decamethonium were only slightly 
affected by tetraethylpyrophosphate, whereas the effect 
of acetylcholine was greatly increased, which eliminates 
the possibility of action through its anticholinesterase 
property. 

On comparison with the effects of tetramethyl- 
ammonium iodide (TMAI), a substance known to 
produce contracture of the denervated voluntary 
muscle and a neuromuscular block of the normal muscle, 
it was found that decamethonium in doses of 10 to 15 yg. 
produced effects exactly comparable to those of 0-5 mg. 
TMAI. In addition, in a denervated preparation, the 
close intra-arterial injection of a small dose of decame- 
thonium was accompanied by an outburst of electrical 
activity greatly in excess of any previous spontaneous 
activity. As the dose became larger, the outburst of 
action potentials stopped abruptly, and no rapid action 
potentials due either to the spontaneous activity or to 
persisting effect of decamethonium could be detected. 
Such is the case also with acetylcholine. Hence the 
blocking action of decamethonium at the motor end- 
plate can be attributed to a persisting depolarization like 
that produced by acetylcholine when it is protected from 
hydrolysis through the action of an anticholinesterase. 

G. B. West 


929. The Effect of “‘ Sympatholytic’’ Drugs on the 
Cardiovascular Responses to Epinephrine and Nor- 
epinephrine in Man 

E. D. Freis, J. C. MAcKay, and W. F. OLIVER. 
Circulation [Circulation] 3, 254-259, Feb., 1951. 20 refs. 
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930. The Quantitative Separation of Adrenaline and 
Noradrenaline in Biological Fluids and Tissue Extracts 
T. B. B. CRAwrorpD and A. S. OuTSCHOORN. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.] 6, 8-20, March, 1951. 2 figs., 28 refs. 


931. A Method for the Estimation of Adrenaline and 
Noradrenaline in Mixtures 

w. O. James and N. Kitsey. Journal of Pharmacy and 
Pharmacology {J. Pharm. Pharmacol.] 3, 22-26, Jan., 
1951. 1 fig., 4 refs. 


932. Noradrenaline and Adrenaline in Vessels of the 
Rabbit Ear in Relation to the Action of Amine Oxidase 

J. H. Burn and J. Rosinson. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.] 6, 
101-109, March, 1951. 2 figs., 10 refs. 


933. Reversal of the Vascular Response to Acetyl- 
choline and Adrenaline 

J.H. Burn and J. Ropinson. British Journal of Pharma- 
cology and Chemotherapy [Brit. J. Pharmacol.] 6, 140-119, 
March, 1951. 9 figs., 11 refs. 


934. Biological Estimation of Adrenaline and Nor- 
adrenaline in Tissue Extracts Contaminated with Histamine 
or Acetylcholine 

C. G. SCHMITERLOW. British Journal of Pharmacology 
and Chemotherapy [Brit. J. Pharmacol.] 6, 120-126, 
March, 1951. -5 figs., 7 refs. 


935. The Formation in vivo of Noradrenaline from 3 : 4- 
Dihydroxyphenylserine (Noradrenaline Carboxylic Acid) 
C. G. SCHMITERLOW. British Journal of Pharmacology 
and Chemotherapy [Brit. J. Pharmacol.] 6, 127-134, 
March, 1951. 4 figs., 18 refs. 


936. Effectiveness of Synthetic Water-soluble Vitamin 
K Preparations in bis-Hydroxycoumarin-induced Hypo- 
prothrombinemia 

R. S. OVERMAN, C. W. SORENSON, and J. S. WriGuT. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 145, 393-399, Feb. 10, 1951. 19 refs. 


Over a 3-year period, 42 patients at the New York 
Hospital were observed to have a prothrombin time of 
50 seconds or more during treatment with bis-hydroxy- 
coumarin (dicoumarol): Dicoumarol was withheld in 
all cases and a water-soluble vitamin-K analogue was 
given intravenously in 16 cases in a dosage of 72 to 75 mg. 
and in 8 cases in a dosage of 144 to 288 mg.; 18 control 
subjects received no specific treatment. The preparations 
used were tetrasodium-2-methyl-1:4-naphthohydro- 
quinone diphosphoric ester (** synkayvite and mena- 
dione sodium bisulphite (‘* hykinone ”’). 

The mean reduction in prothrombin time 24 hours 
after giving-one or other of these was 45 seconds in the 
group receiving the smaller dose and 76 seconds in the 
one receiving the larger dose; at the corresponding 
ume the mean reduction in the control group was 15 
seconds. After a further 24 hours the mean reductions 
were respectively 43, 87, and 24 seconds. Each group 
had received comparable quantities of dicoumarol in the 


4 days preceding the test period. It is concluded that 
water-soluble vitamin-K analogues are effective in 
reducing over-prolonged prothrombin times resulting 
from dicoumarol therapy. 

[Some numerical discrepancies between text and tables 
are apparent, and the absence of any information as to 
how cases were allotted to treated or control groups 
invites comment.] H. McC. Giles 


937. Tromexan ’’—3 : 3’-carboxymethylene-bis-(4-Hy- 
droxycoumarin) Ethy! Ester. Experimental and Clinical 
Properties 

G. E. Burke and I.S. WriGut. Circulation [Circulation] 
3, 164-170, Feb., 1951. 6 figs., 32 refs. 


** Tromexan”’, also known as “ pelentan ’’ or DEA”, 


was given orally to mice, rats, rabbits, and men. The 
LD50 for mice was 750 mg. and for rats and rabbits 
1,500 to 1,800 mg. per kg. The prothrombin time in 
rabbits was doubled in 18 to 24 hours. In normal men 
the administration of 1,500 to 1,800 mg. doubled the 
prothrombin time in 24 hours. It returned to normal 
in 48 hours. Patients with various thrombo-embolic 
diseases received an initial dose of 1,200 to 1,800 mg. 
followed by a daily maintenance dose of 600 to 900 mg. 
Good results are claimed, The only toxic effects were 
haematuria in the presence of renal damage, and further 
alteration of abnormal liver function. The rates of 
absorption and utilization were faster than those of 
dicoumarol and it was about one-fifth as potent. 
V. J. Woolley 


938. Clinical Evaluation of Dicumarinyl Derivatives 
with a Metabolic Study of the Radioactively Labeled 
Anticoagulants in Animals 

E. P. Hausner, C. L. SHAFER, M. Corson, O. JOHNSON, 
T. TRUJILLO, and W. LANGHAM. Circulation [Circula- 
tion] 3, 171-181, Feb., 1951. 5 figs., 16 refs. 


Administration of dicoumarol and “ tromexan”’ to 
patients or normal controls showed that the anti- 
coagulant effect of tromexan is less and more transient 
than that of dicoumarol. Dicoumarol and tromexan, 
each labelled with !4C, were given by stomach tube to 
rats in doses of 25 mg. and 100 mg. respectively, and 
the rats were killed at intervals of up to 48 hours. 
The '4C content of various organs is tabulated. It is 
shown that tromexan ‘is more rapidly excreted by the 
kidney than is dicoumarol, and its more transient effect 
is attributed to this difference. V. J. Woolley 


939. Experiences with a New Anticoagulant 

G. W. ALLEN and E. Hutt. New Orleans Medical and 
Surgical Journal [N. Orleans med. surg. J.] 103, 323-329, 
Feb., 1951. 8 figs., 7 refs. 


This paper records the effects on 16 patients of the 
administration of a new coumarin derivative “* com- 
pound 63” or 3: 4-(2-methyl-2-methoxy -4-phenyl)- 
dihydropyranocoumarin. From the results it would 
appear that the potency of this drug in reducing plasma 
prothrombin levels is at least twice that of dicoumarol. 
No undue side-effects were observed in this series of 
patients. A. Brown 
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CHEMOTHERAPY 


940. The Chemotherapy of Actinomycosis and No- 
cardiosis 

R. E. Strauss, A. M. KLIGMAN, and D. M. PILLsBury. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 63, 
441-448, April, 1951. 8 refs. 


The most active drugs against Actinomyces israeli were, 
in order of effectiveness, chloramphenicol, penicillin, 
streptomycin, and aureomycin. The various species of 
Nocardia were inhibited to the greatest extent by aureo- 
mycin, chloramphenicol, and _ terramycin. Sodium 
sulphadiazine was moderately effective in vitro against 
all of the strains tested; this drug was found to provide 
almost perfect protection in animal protection tests. 

Kenneth Marsh 


941. Triethylene Melamine in the Treatment of Neo- 
plastic Disease. A Compound with Nitrogen-mustard- 
like Activity Suitable for Oral and Intravenous Use 

D. A. KArnorsky, J. H. BURCHENAL, G. C. ARMISTEAD, 
C. M. SoutHam, J. L. BERNSTEIN, L. F. Craver, and 
C. P. Ruoaps. Archives of Internal Medicine [{Arch. 
intern. Med.) 87, 477-516, April, 1951. 11 figs., 32 refs. 


A new compound, 2 : 4: 6-triethylenimino-s-triazine, 
named triethylene melamine, was used by the authors in 
the treatment of Hodgkin’s disease (13 cases), lympho- 
sarcoma (7), chronic myelogenous leukaemia (4), neuro- 
blastoma (3), and mycosis fungoides, osteogenic sarcoma, 
oat-cell carcinoma of the lung, and embryonal carcinoma 
of the ovary (1 case each). 

The drug was given intravenously in normal saline 
solution (0-5 mg. per ml.). There was no immediate 
or delayed local reaction to the injection, and venous 
thrombosis did not occur. Extravasation, however, 
produced immediate pain followed by inflammation. 
There was no immediate systemic reaction, but in some 
cases after an interval of 6 to 12 hours anorexia, nausea, 
and vomiting occurred which sometimes lasted for 1 to 2 
days. The side-effects usually followed single doses 
of 4 mg. or more and could be avoided by giving 2 or 3 
mg. This last was the usual dose given to an adult. 
The effects of multiple doses were moderately cumu- 
lative, and might not reach full development for 2 to 3 
weeks after the last dose. In man, this substance 
produced varying degrees of bone-marrow depression, 
with leukopenia, anaemia, thrombocytopenia, fever, and 
haemorrhagic manifestations. The haematological 
effects were indistinguishable from those seen in nitrogen- 
mustard therapy. The total course of treatment by in- 
jection in the adult was 5 to 20 mg. Some evidence of 
bone-marrow depression was evident after a course of 
8to12mg. There was considerable variation in the dose 
tolerated according to patient, disease, and previous 
therapy. In most cases 6 to 8 mg. was given in 2 or 3 
injections in as many days. Blood counts were taken 
2 or 3 times per week, and a further course given in 7 
to 14 days if the leucocyte count was not falling rapidly 
and the patient was not showing satisfactory clinical 
improvement. 

Triethylene melamine was also used orally, chiefly in 


the out-patient clinic, in the form of 5-mg. scored tablets, 
A single daily dose varied from 2:5 to 10 mg. Only 
one dose was taken per day. Nausea, vomiting, and 
haematological effects were similar to those occurring 
with intravenous injection. The patient was given an 
initial course of 5 to 10 mg. and then seen each week, 
further dosage being decided on the basis of leucocyte 
count, haemoglobin level, and general condition. 
In the authors’ experience, if improvement had not 
occurred in 3 to 4 weeks, benefit was unlikely to accrue. 
The total course was 20 to 40 mg. in a 3- to 5-week 
period. 

Temporary clinical improvement was seen in cases of 
Hodgkin’s disease, lymphosarcoma, chronic lymphatic 
leukaemia, chronic myelogenous leukaemia, and myco- 
sis fungoides. The results obtained in patients with 
miscellaneous types of carcinoma were unsatisfactory, 
but indicated that further study should be pursued. 

Norval Taylor 


942. 2: 4-Diaminopyrimidines—a New Series of Aniti- 
malarials 

E. A. FALco, L. G. Goopwin, G. H. HitcuHincs, I. M. 
ROLLO, and P. B. RusseLt. British Journal of Pharmaco- 


logy and Chemotherapy (Brit. J. Pharmacol.] 6, 185-200, 


June, 1951. 2 figs., 22 refs. 


A series of derivatives of 2 : 4-diaminopyrimidine has 
been prepared and tested for antimalarial activity, 
High activity is shown by many members against 
Plasmodium gallinaceum in chicks and P. berghei in mice. 
Substances with a 5-phenyl substituent are the most 
active; 5-benzyl and 5-phenoxy derivatives are somewhat 
less active. Substitution of halogen or nitro groups in 
the para- position of the benzene nucleus of the 5- 
substituent enhances activity. Substitution of an alkyl 
group in the 6 position enhances activity, and, in the 
5-phenyl derivatives a peak of activity is reached with 
the 6-ethylcompound. 2 : 4-Diamino-5-p-chlorophenyl- 
6-ethylpyrimidine is 60 times as active as proguanil 
against P. gallinaceum and 200 times as active against 
P. berghei. Longer chain alkyl derivatives are less active. 
The drugs are also active against the blood forms of 
P. cynomolgi in monkeys, but have no pronounced 
action upon the exoerythrocytic stages. 

It is hoped that these drugs will prove to be of value 
in the suppression and treatment of human malaria, 
and especially in the treatment of proguanil-resistant 
strains.—[Authors’ summary.] 


943. Antituberculous Effect of Certain Surface-active 
Polyoxethylene Ethers in Mice 

J. W. Cornrortu, P. p’A. Hart, R. J. W. Rees, and 
J. A. Stock. Nature (Nature, Lond.] 168, 150-152, 
July 28, 1951. 


944. Estimation and Photolability of Some Thiosemi- 
carbazones 

A. Spinks. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.| 6, 35-50, March, 
1951. 10 figs., 8 refs. 
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ANTIBIOTICS 


945. The Effect of Combinations of Antibiotics on 
Pseudomonas aeruginosa and on Proteus vulgaris, in 
yitro and in vivo 

c. W. J. ARMSTRONG and A. E. LARNER. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med. 37, 
584-592, April, 1951. 12 refs. 


Sensitivity tests were carried out on 7 strains of 
Pseudomonas aeruginosa and 4 strains of Proteus vulgaris 
with the antibiotics aureomycin, chloramphenicol, 
penicillin, dihydrostreptomycin, and terramycin. The 
antibiotics were used singly in preliminary tests to 
determine the average minimal bactericidal concentration 
(M.B.C.) for each drug. In subsequent tests 2 or 3 
antibiotics were combined in amounts proportional to 
their relative effectiveness when tested singly. 

Certain antibiotics were more lethal to the test 
organisms when combined than when tested separately. 
Thus aureomycin and terramycin in combination 
reduced the M.B.C. for Ps. aeruginosa twelvefold, and a 
mixture of chloramphenicol and terramycin was nine 
times more effective than either of the drugs used singly. 
By contrast, penicillin and chloramphenicol were antago- 
nistic, and were less effective together than when used 
separately. The combinations which were most lethal 
to P. vulgaris were aureomycin-streptomycin and 
streptomycin-terramycin. 

Experiments were carried out in vivo on mice 
infected with cultures of the same test organisms. The 
antibiotics were given, singly or in combination, by 
intraperitoneal injection at the time of the infection and 
again 6 hours later. The survival rate among mice 
infected with Ps. aeruginosa and treated with aureomycin 
and terramycin together was 100%, while only 10% 
survived when treated with the drugs separately. Similar 
results were obtained with a mixture of chloramphenicol 
and terramycin. The optimum combination for the 
treatment of P. vulgaris infection was one which included 
streptomycin, although this drug was relatively ineffective 
by itself in vitro. Streptomycin combined with aureo- 
mycin and terramycin reduced the mortality rate among 
infected mice to 10° and 20°% respectively. When the 
three drugs were used singly the mortality rates fell within 
the range of 60 to 100%. G. B. Forbes 


946. Studies on Antibiotic Synergism and Antagonism. 
The Interference of Chloramphenicol with the Action of 
Penicillin 

E. Jawetz, J. B. GUNNISON, R. S. Speck, and V. R. 
CoLeMAN. Archives of Internal Medicine [Arch. intern. 
Med.| 87, 349-359, March, 1951. 5 figs., 15 refs. 


The concentration of antistreptolysin 0 was measured 
in blood samples from 58 children under the age of 8 
years who had recently suffered from streptococcal 
infection of the upper respiratory passages. Little or 
no antistreptolysin was produced in a group of 13 
children whose ages ranged from 4 to 48 months 
(Pattern I): 18 children of 11 to 85 months (mean 36-7 
months) showed a moderate antistreptolysin reaction 
with an average maximum titre of 235 units per ml. and 


a rapid decline in the titre during convalescence (Pattern 
Il). The infection in 21 older children, whose mean 
age was 57-9 months, was followed by a vigorous anti- 
body response with an average maximum titre of 495 
units per ml. In this group the fall in titre was gradual 
and remained at a level of 100 units per ml. for at least 
109 days after infection (Pattern III). 

‘ The antibody response in all groups was more pro- 
nounced in cases which were complicated by secondary 
suppurative lesions. Administration of penicillin 
appeared to have little or no influence on antistreptolysin 
production, nor was the response related to the type of 
the infecting strain. 

A special study was made of the response in 6 infants 


“under the age of 13 months with recurrent streptococcal 


infection. Following the initial infection a Pattern-I 
response was observed, but reinfection shortly afterwards 
elicited high and well-maintained titres (Patterns II and 
Ill). 

It was concluded that the more vigorous response in 
older children and in infants with recurrent infection 
was the result of “a conditioning of the antibody- 
forming organs by repeated infection with haemolytic 
streptococci rather than of maturation of these tissues ”’. 
The authors believe that a Pattern-III response pre- 
disposes to the rheumatic state. G. B. Forbes 


947. The Enhancement of the Effect of Oral Penicillin 
in Laboratory Animals by the Use of Oil Containing 
Aluminium Resinate 

Y. C. Hsu and G. A. H. Butte. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol. 6, 
89-100, March, 1951. 3 figs., 8 refs. 


It is well known that the suspension of penicillin in 
water-immiscible oils tends to prolong its effect after oral 
administration. The authors produce evidence that the 
oil must be absorbable to have this effect, and describe 
the effect of adding a water-repellent substance, 
aluminium resinate, to such a preparation. 

In an unspecified number of mice, the addition of 
20 mg. aluminium resinate to oral doses of 500 units of 
penicillin in 0-2 ml. arachis oil per 20 g. mouse gave 
higher blood levels over, 6 hours than did procaine 
penicillin in oil with aluminium stearate intramuscularly 
or various other combinations containing penicillin. 
Results were similar with rats and guinea-pigs, but 
negative in the case of cats. Four groups of 3 mice 
were used to compare the blood penicillin levels reached 
after oral and subcutaneous doses of penicillin, with and 
without the resinate. Over 2 hours the addition of 
aluminium resinate appeared to produce higher blood 
levels with both oral and subcutaneous penicillin. This 
property of the resinate was demonstrated by exposing 
6 groups of mice to infection by haemolytic streptococci 


_ and noting the number of survivors in each group. The 


group receiving the resinate as an adjuvant showed the 
highest percentage of survivors. Aluminium resinate is 
said to show very low toxicity, to have no antibacterial 
effect in vitro, and to double the excretion of penicillin 
by rats. The kidneys of animals receiving it showed “ no 
obvious difference”? from those of controls. Since 
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aluminium resinate is prepared from colophony resin, 
the chief constituent of which is abietic acid, a number of 
derivatives of this substance were tested as penicillin 
adjuvants: aluminium abietate was found to be as 
effective as aluminium resinate. E. A. Brown 


948. The Effect of Penicillin on Capillary Permeability. 
sIAPOB) 

G. E. MINTZAND and Y. Y. GRITMAN. KaHHH4ecKaa 
Menuunna [Klin. Med., Mosk.] No. 1, 54-56. 1951. 
5 refs. 


It has been shown by Kovanov that penicillin injected 
intra-arterially reaches the cerebrospinal fluid only 
after 30 minutes; Burlakov found that the same interval 
elapsed between intramuscular injection and the appear- 
ance of penicillin in the anterior chamber of the eye. It 
is suggested that penicillin increases the permeability of 
membranes in the body, and this paper describes an 
attempt to verify this view. 

The authors investigated 158 patients receiving 
penicillin, and performed experiments on 19 rabbits. 
Permeability of the capillaries was estimated by the 
fall in blood protein level on giving penicillin. In- 
flammatory processes increased permeability in them- 
selves, as shown by a fall of 0-4 to 0-5 mg. per 100 ml. 
blood. But penicillin induced a larger fall, up to 0-8 mg. 
protein per 100 ml., even in healthy subjects. In the 
rabbits the permeability was measured by the time 
taken for intraocular tension to return to normal 
after puncture of the anterior chamber and withdrawal 
of aqueous humour. After 2 to 3 days the rabbit 
received an intramuscular dose of physiological saline. 
This produced no change in the intraocular tension. 
Then the rabbit was given an intramuscular injection 
of 1,200 to 1,500 units of penicillin. After 30 to 40 
minutes the tension began to rise, reaching its maximum 
in 60 to 80 minutes. In one experiment restoration of 
normal tension required 46 minutes. Two days later 
the experiment was repeated after injecting 1,500 units 
of penicillin. The tension returned to normai in 22 
minutes, less than half the time required without peni- 
cillin. 

The authors explain this phenomenon by supposing 
penicillin to exert a hyaluronidase-like action. To 
test this, hyaluronic acid obtained from umbilical cord 
was mixed with a solution of penicillin containing 0-4 
units per ml., equivalent to the therapeutic level in the 
blood. This was sufficient to prevent the formation of 
a clot. A weaker solution produced a less pronounced 
effect. The action of penicillin was enhanced by in- 
cubating the mixture in a thermostat for 30 minutes. 
The authors suggest that this action assists the passage of 
antibodies through the capillaries. 

L. Firman-Edwards 


949, Some New Biosynthetic Penicillins 

J. E. Puuurp, A. P. SAUNDERS, A. F. DeRose, D. W. 
MacCorquopa_e, J. C. SYLVESTER, and A. W. WESTON. 
Journal of Biological Chemistry [J. biol. Chem.] 189, 
479-483, April, 1951. 7 refs. 


950. Neurotoxicity of Dihydrostreptomycin: Effects of 
Longer-term Therapy 

J. B. O'Connor, F. J. Curistiz, and K. S. Howterr, 
American Review of Tuberculosis [Amer. Rev. Tuberc,} 
63, 312-324, March, 1951. 2 figs., 12 refs. 


The toxic effects of streptomycin and dihydrostrepto. 
mycin on the labyrinthine and auditory mechanisms haye 
been studied in a group of 55 patients treated with one 
or other of these drugs together with para-aminosalicylic 
acid (PAS). Toxic effects increased considerably when 
treatment with daily doses of 1-5 g. or less of streptomycin 
was continued for 6 months or more. Complete loss of 
response to caloric stimulation occurred in 5 of 12 
patients treated with streptomycin and PAS for 6 months 
or more, but none of the streptomycin—PAS-treated 
patients has yet shown significant loss of hearing. 

Audiometric loss of hearing occurred in 3 of 11 patients 
who received dihydrostreptomycin—-PAS for 3 months, 
and in 16 of 21 patients treated for 6 months or longer, 
Moreover, clinically significant deafness was apparent in 
12 of these patients. ‘* Following cessation of treatment, 
no patient has yet shown improvement in hearing, 
whereas eventual compensation for loss of labyrinthine 
function has usually been satisfactory ”’. 

It is possible that dihydrostreptomycin sulphate is 
less toxic to the auditory mechanism than the hydro- 
chloride. 

[These interesting results await confirmation by other 
workers, especially American, and the possibility of ill- 
effects following long-continued administration of the 
drugs on some other regimen, such as twice weekly, 
must be studied. ] Kenneth Marsh 


951. The Estimation of the Level of Streptomycin in 
the Serum by a Biological Method. (Oznaczanie poziomu 
streptomycyny w surowicy sposobem biologicznym) 

M. ROZWADOWSKA-DOWZENKO and Z. KLEDECKI. 
~~ [Gruzlica] 18, 448-460, Dec., 1950. 9 figs., 
5 rels. 


The authors describe a method of determining the 
streptomycin level in a patient’s blood, based on the 
bacteriostatic effect of streptomycin on a standard strain 
of Staphylococcus. The method is as follows: one drop 
of 18-hour broth culture of Staphylococcus aureus is 
added to 20 ml. of 2°% peptone-agar at 45° C. and, after 
mixing, is distributed by means of a Pasteur pipette to 
a series of 2-5-mm.-wide tubes in quantities sufficient 
to form a column of 20 mm. The tubes are held in the 
upright position and, when the medium has solidified, 
the serum to be examined is poured on top. Several 
tubes are used for each estimation, and the arithmetical 
mean calculated. Measurement of the zone of growth- 
inhibition of Staph. aureus is easy and the line at which 
the growth stops is well defined. In controls the 
patient’s serum is replaced by the serum of a non- 
streptomycin-treated person (normal serum) with added 
streptomycin in concentrations ranging from 2 to 
64 pg. per ml. 

[Those interested should consult the original paper.] 

J. W. Czekalowski ° 
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952. The Effect of Aureomycin Hydrochloride on the 


- Growth of Endamoeba histolytica in vitro 


Cc. L. SpPINGARN and M. H. EDELMAN. American 
Journal of Tropical Medicine [Amer. J. trop. Med.\ 31, 
206-211, March, 1951. 15 refs. 


The authors have studied the effect of aureomycin 
hydrochloride in vitro upon Entamoeba histolytica by two 
methods. The first method consisted in adding aureo- 
mycin in various concentrations to subcultures and 
observing the bacterial and amoebic growth daily for 
14 days. In the second method the amoebae and 
concomitant bacteria were exposed to various concentra- 
tions of aureomycin in the culture medium for one hour, 
then the amoebae were washed free of the drug and 
inoculated into a sterile medium and medium which had 
been seeded 24 hours previously with the bacterial flora. 
The strain of E. histolytica was isolated from a patient 
suffering from amoebic colitis and was accompanied 
by two anaerobic bacteria, Clostridium welchii and 
Bacteroides necrophorus. [lf the amoebae were accom- 
panied only by these anaerobic bacteria, the cultures 
must have been incubated under anaerobic conditions 
to allow the protozoa to grow, since E. histolytica is also 
an anaerobe. The authors do not state whether this was 
the method used.] 

The medium used was liver-infusion agar in slants 
covered with dilute horse serum (15%), with rice powder 
added. Results obtained with the first method showed 
that 4 wg. per ml. or greater concentrations of aureomycin 
killed the amoebae in 5 out of 6 tubes, and reduced the 
growth of the bacterial flora. The bacteria were never 
completely inhibited. The second method of testing 
showed that treatment for one hour with concentrations 
of 4 wg. per ml. or greater completely inhibited the 
bacteria, and no growth of amoebae was observed. 


When the drug-treated amoebae were subcultured into 


the pre-seeded medium, growth of the amoebae was 
observed, but less than that of amoebae not treated with 
aureomycin. 

The authors conclude that aureomycin has a direct 
action on the amoebae as well as an antibacterial action. 
{In the opinion of the abstracter there is little evidence 
for the direct action of aureomycin since the drug-treated 
amoebae were not killed, but only reduced in numbers. 
See Hewitt, Wallace, and White (Science, 1950, 112, 144) 
for further work on this problem.] R. A. Neal 


953. Alterations in the Bacterial Flora of the Throat 
during Oral Therapy with Aureomycin 

M. Meaps, W. P. Rowe, and N. M. HAsLaM. Archives 
of Internal Medicine [Arch. intern. Med.| 87, 533-540, 
April, 1951. 4 figs., 17 refs. 


The authors gave short courses of aureomycin (1-5 
or 3 g. daily) for 4 to 5 days to 12 healthy adults. In 5 
the study was repeated with penicillin (0-6 g. daily). 
The drugs were administered orally at 8-hour intervals. 

Aureomycin caused a decrease in the number of 
organisms in the throat in the first 24 hours of therapy. 
The Haemophilus group of organisms and the B-haemo- 
lytic streptococci quickly disappeared from the throat 
and the coliform species did not appear. «-Haemolytic 


streptococci were significantly reduced. Monilia 
appeared during therapy. Gram-negative organisms 
predominated in cultures taken 24 and 48 hours after 
the beginning of treatment. Resistant staphylococci, 
however, became established in the nasopharynx during 
treatment with penicillin, whereas with aureomycin 
they appeared only transiently and were without apparent 
significance. Both «-haemolytic streptococci and the 
neisseriae present in the nasopharynx developed resis- 
tance to penicillin and aureomycin. At the end of 3 
months the neisseriae had retained their resistance to peni- 
cillin, but not to aureomycin, and the resistance of the 
streptococci to both antibiotics had returned to normal. 


These results suggest that, owing to its broader anti- - 


bacterial spectrum, aureomycin is preferable to penicillin 
in cases in which the defence mechanisms of the host may 
be inadequate, as in aged, debilitated, or very young 
patients. A. W. H. Foxell 


954. Antibiotic Production by Growing Plants of 
Leptosyne maritima 

E. M. Osporn and J. L. HARPER. Nature [Nature, Lond.| 
167, 685-686, April 28, 1951. 3 figs. 


Leptosyne maritima, a member of the Compositae,. 
produces an antibiotic which is exuded from the coty- 
ledons and roots as well as being present in the seed 
coats. Dormant seeds do not contain the substance, 
which is found in greatest concentration in the root 
stock, falling to a negligible amount at the top of the 
hypocotyl. Mature leaves contain little antibiotic, but 
extracts of flowers are rich. The antibiotic is inhibitory 
to Staphylococcus aureus. G. M. Findlay 


TOXICOLOGY 


955. The Toxicity of gamma-Hexachlorocyclohexane. 
(Uber die Toxizitét des gamma-Hexachlorcyclohexan) 
K. GRAEVE and G. HERRNRING. Archives Internationales 
de Pharmacodyvnamie et de Thérapie {Arch. int. Pharmaco- 
dyn. 85, 64-72, Jan., 1951. 33 refs. 


y-Hexachlorocyclohexane has been tried out in Ger- 
many for the treatment of oxyuriasis, being adminis- 
tered orally in an emulsion. In this report the authors 
note that commercial preparations vary greatly in their 
content of the gamma isomer (“* gammexane ”’), which is 
the active ingredient. An emulsion made up with the 
pure gamma isomer was well tolerated by every one of 
20 patients. The dose given was 45 mg. thrice daily 
for 3 days. Of 16 patients given similar doses of a 
commercial preparation, 5 showed symptoms of toxicity. 
Two developed epileptiform convulsions and the others 
complained of nausea, abdominal pain, visual distur- 
bances, and vertigo. The use of this material in treatment 
is deprecated on the grourids of the low rate of cure 
achieved, the fact that absorption of the finely divided 
substance from the emulsion may be greater than when 
it is given as a tablet, and the widevariation in its toxicity, 
principally owing to its varying content of the active 
isomer. Barbiturates have been useful in controlling 
the toxic convulsions. Derek R. Wood 
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956. Morphologic Lesions due to Acute and Subacute 
Poisoning with Antifreeze (Ethylene Glycol) 

D. E. Situ. Archives of Pathology [Arch. Path., 
Chicago] 51, 423-433, April, 1951. 6 figs., 20 refs. 


A report is given of 2 cases of fatal ethylene glycol 
(commercial antifreeze) poisoning, both patients dying on 
the twelfth day. Both were anuric and died in uraemia. 
Macroscopically, there were serous effusions and tissue 
oedema, the liver was enlarged, pale, and mottled, 
the kidneys were double the normal weight and contained 
foci of haemorrhagic necrosis, and there were widespread 
petechiae. Microscopically, the liver showed gross 
hydropic degeneration of the cells in the centrilobular 
third. The kidneys showed severe tubular destruction, 
most of the proximal convoluted tubules showing 
hydropic degeneration of their cells and others being 
lined by debased, flat cells, many being totally destroyed. 
The lumina of the tubules often contained calcium 
oxalate crystals, and similar crystals were found in the 
walls of the small cerebral vessels. In 6 patients who 
died of acute glycol poisoning within 32 hours, similar 
crystals were seen in the cerebral vessels, but not the 
characteristic cellular changes in liver and kidney. The 
authors regard the combination of hydropic degeneration 
of liver and kidney and the presence of calcium oxalate 
crystals in- renal tubules and cerebral vessels as strong 
evidence of poisoning by ethylene glycol. 

C. V. Harrison 


957. The Toxic Effects of Anti-histaminic Drugs 

J. B. WYNGAARDEN and M. H. Seevers. Journal of the 
American Medical Association [J. Amer. med. Ass.} 145, 
277-282, Feb. 3, 1951. 1) refs. 


The authors, in the Department of Pharmacology, 
University of Michigan Medical School, investigated 
the common toxic effects of the antihistaminic agents 
and concluded that most of them are relatively innocuous: 
they are important merely because they are annoying 
to patients. Serious reactions have, however, resulted 
from idiosyncrasy or from overdosage. They discuss 
12 cases of toxicity of which 7 were convulsive, 2 of these 
being in adults. Eleven fatal cases are reviewed, 8 of 
which were in children under the age of 2 years. 

The review indicates that infants and children are 
predisposed to the development of convulsions from 
overdosage, and the mortality rate in infants in whom 
convulsions occur is very high. Adults tend to develop 
depression of the central nervous system which may 
be fatal; but it is of interest that as much as 2,500 mg. 
of diphenhydramine hydrochloride has been ingested 
with no ill effect other than deep lethargy. The treat- 
ment of these reactions is mainly symptomatic, but the 
authors suggest in addition treatment for agranulo- 
cytosis and immediate gastric lavage; emetics should be 
avoided because of secondary respiratory depression. 
Short-acting barbiturates appear helpful in convulsive 
reactions, but in cases of depression the usual stimulants, 
caffeine, adrenaline, and amphetamine, may be em- 
ployed. 

A short reference is made in the paper to the acute 
effects of diphenhydramine and tripellenamine on 


a group of 15 rhesus monkeys which had to be destroyed 
when tuberculosis developed in the colony. The weight 
of the animals varied from 10-8 to 5-3 kg., and drugs were 
injected subcutaneously in 5 to 10% solution. Approxi- 
mate LDSO values were: diphenhydramine hydrochloride, 
100 mg. per kg.; and tripellenamine hydrochloride, 35 to 
45 mg. per kg. per body weight. The toxic manifestations 
with each compound were progressive hyperexcitability, 
tremors, spasmodic jerking, and clonic—tonic convulsions 
in every case. Early death might result from the con- 
vulsions or sometimes from post-convulsive respiratory 
depression. It was noted in all fatal cases that the 
heart continued to beat for some minutes after respiration 
had ceased. E. R. Cole 


958. A Syndrome of Radial Paralysis with Jaundice, 
and its Relation to Lead Intoxication. (Un sindrome de 
paralisis radial con ictericia y sus relaciones con la 
intoxicacion saturnina) 

C. JIMENEZ Diaz, V. GILSANZ, J. M. LiNAZASORO, and 
C. TaMaMes. Revista Clinica Espafiola [Rev. clin. esp.] 
40, 163-170, Feb. 15, 1951. 24 refs. 


The authors describe a series of 10 patients who suffered 
from a syndrome of acute abdominal pain of a colicky 
type associated with jaundice and sudden onset of 
unilateral or bilateral paralysis of the upper limbs. 
Patients with slight paralysis showed the typical 
radial palsy with the escape of the supinator, but when 
the paralysis was severe then all the upper-limb muscles 
were involved, and in 2 cases the lower limbs were also 
affected. All the patients were employed, or spent a 
great deal of time, in public houses or cafés, and the 
condition was caused by lead poisoning due to drinking 
mineral water with a high lead content. The differential 
diagnosis, clinical features, and pathology of the condition 
are discussed. Treatment includes the administration 
of vitamins C and D and measures such as calcium 
injections and a diet rich in calcium to immobilize the 
lead, as its elimination is almost impossible. 

René Méndez 


959. Epileptiform Fits during Calciferol Therapy 
J. M. Beare and J. H. D. Mittar. Lancet [Lancet] 1, 
884-886, April 21, 1951. 1 fig., 10 refs. 


960. Vitamin A Poisoning 

D. Gripetz, S. H. SiLvERMAN, and A. E. Sose.. 
Pediatrics [Pediatrics] 7, 372-385, March, 1951. 4 figs., 
31 refs. 


The authors report 2 cases of vitamin-A intoxication 
in infants, respectively aged 14 and 24 years and taking 
about 240,000 and 100,000 U.S. units daily for in- 
definite periods; they review 14 other published cases. 
The commonest presenting symptoms are irritability 
and anorexia, loss of hair, pruritus, tenderness in the 
limbs causing disturbances of gait, and failure to grow. 
The age of onset is usually after the first year. X-ray 
examination shows thickening of the long bones. The 
blood calcium and phosphorus content is normal, that 
of alkaline phosphatase above normal, and the liver 
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on eliminating vitamin A from the diet. 
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is frequently enlarged. Blood vitamin-A level is 
very high; 800 pg. per 100 ml. has been reported. 
Diagnosis is often very difficult; it is necessary to inquire 
carefully into the intake of vitamin A, and the amount 
in the blood should be determined. Recovery is rapid 


H. E. Magee 


961. Poisoning due to Therapeutic Use of Acetyl- 
salicylic Acid. (Forgiftning ved terapeutisk anvendelse 
af acetylsalicylsyre) 

T. IversEN and E. Scuiopt. Ugeskrift for Leger 
(Ugeskr. Leg.] 113, 443-455, April 12, 1951. 9 figs., 
43 refs. 

The authors describe 4 cases of poisoning in infants 
and small children following the therapeutic adminis- 
tration of aspirin. They review exhaustively the litera- 
ture on this subject. The occasional risk involved in 
the administration of even small doses to children 
is stressed. Differential diagnosis between the condition 
for which the drug has been administered and the ensuing 
toxic manifestations may be difficult; the most common 
symptom is hyperpnoea; dehydration is also frequent. 
The most typical change in the electrocardiogram is 
prolongation of systole. 

Treatment should aim at counteracting dehydration 


and ketosis and also re-establishing the frequently upset © 


acid—base equilibrium; very essential also is the realiza- 
tion of the risk involved in the administration of aspirin 
to patients in this particular age group. 

W. G. Harding 


962. Mercuric Bichloride Poisoning 
P. Troen, S. A. KAUFMAN, and K. H. Katz. New 
England Journal of Medicine [New Engl. J. Med.) 244, 
459-463, March 29, 1951. 28 refs. 


963. Poisoning by p-Nitrophenyl Diethyl Thiophosphate 
(E.605): a Contribution to the Study of Anticholinesterase 
Compounds 

F. A. Denz. Journal of Pathology and Bacteriology [J. 
Path. Bact.) 63, 81-91, Jan., 1951. 5 figs., 32 refs. 


PHYSIOTHERAPY 


964. The Use of Roller-skates in Rehabilitation after 
Poliomyelitis. (La rééducation des poliomyélitiques. 
Le patin a roulettes) 

D. Leroy and G. RycKELYNCK. Presse Medicale [Pr. 
méd.] 59, 418-420, March 31, 1951. 13 figs., 1 ref. 


In rehabilitating patients suffering from poliomyelitis 
the authors have used, in conjunction with balneotherapy, 
mecanotherapy by means of roller skates applied to the 
feet and hands. One of the objects of using roller 
skates for exercising weak muscles is to exclude the action 
of gravity and also the forces of friction and inertia. Roller 
skates, by means of simple adaption, can be fixed to the 
limb so as to allow movements in practically every 
direction. 


A board 2 metres long and 1 metre wide and inclined 
at an angle of 30 degrees to avoid friction of the leg 
against the bed is part of the equipment for exercising 
muscles of the lower and upper limbs in bed patients. 
Joint and muscle proprioceptive sensation is thus restored 
in normal surroundings, and this is an advantage over 
balneotherapy where the patient is exercised in a medium 
in which he will not eventually live. The technique is 
well illustrated. In conclusion the authors recommend 
this method of rehabilitation as being of great value 
when used in conjunction with balneotherapy. 

M. H. L. Desmarais 


965. Motivation of Children with Multiple Functional 
Disabilities. Hartwell Method 

R. P. ScHwartz, F. N. Zuck, F. H. Parsons, K. 
WINGATE, T. LAcey, and M. K. JOHNSON. Journal of the 
American Medical Association [J. Amer. med. Ass.] 145, 
951-955, March 31, 1951. 8 figs., 1 ref. 


From the Edith Hartwell Clinic, LeRoy, New York, 
the authors give an account of their experiences in the 
treatment of patients with neuromuscular disorders such 
as cerebral palsy in children. They state that the tradi- 
tional method of passive physical therapy and rigid 
training have not given encouraging results in their 
hands. 

Working as a team they have devised a new line of 
approach based on active motivation. They argue that 
a child’s development is no greater than the sum of his 
successful efforts to express himself emotionally, intellec- 
tually, and physically. In their re-educative programme, 
attention is directed to the full exploitation of these, 
regardless of the age of the patient in years. Children 
with neuromuscular disorders can be stimulated to 
attempt various activities voluntarily. If these activities 
are suitably simplified, the child’s Success in carrying 
them out will encourage him to attempt increasingly 
complex activities, which will lead to physical indepen- 
dence. This the authors claim to have achieved through 
the creation of motivating devices. For example, the 
Hartwell carrier is a device designed to support the 
patient in the erect posture and initiate him into walking. 
It is mechanically propelled and serves the patient in all 
stages of learning to walk. He can never fall and no 
longer requires the constant attention of the therapist. 
The carrier is also used to motivate crawling and tricycle 
riding. The authors claim good and encouraging results 
in the re-education of these very difficult conditions. 

M. H. L. Desmarais 


966. The Use of Lead-up Functional Exercises to Supple- 
ment Mat Work. Exercise without Apparatus or Equip- 
ment 

M. HoperMan, E. F. Cicenta, H. L. Dervitz, and 
O. C. Sampson. Physical Therapy Review (Phys. Ther. 
Rey.] 31, 321-328, Aug., 1951. 17 figs., 9 refs. 


967. Adjustable, Collapsible Parallel Bars’ 

H. C. Copurn and M. A. HukiLt. Physical Therapy 
Review [Phys. Ther. Rev.] 31, 318-320, Aug., 1951. 
8 figs. 
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Radiology 


968. Biologic Effects of Radioactive 


Phosphorus 
Poisoning in Rats 


S. Kovetsky and J. H. Curistie. American Journai of 


Pathology [Amer. J. Path.| 27, 175-209, March-April, 
1951. 51 figs., 30 refs. 


An account is given of the effects of a single intra- 
peritoneal injection (1 yc. per g. body weight) of the 
isotope 32P in adult rats; the absorption and excretion 
of 32P are also described. Death of the animals occurred 
3 weeks after administration of the isotope. Survivors 
were studied for varying periods up to a year. 

The lesions resembled those following external or 
internal irradiation or nitrogen-mustard poisoning. 
Cellular changes were observed as early as 1 hour after 
the injection and were well advanced after 6 to 12 
hours. Degeneration and necrosis were most marked 
in bone marrow and lymphoid tissues and led to aplastic 
anaemia. The intestines, especially the crypts of 
Lieberkiihn, the stomach, and gonads were also sensi- 
tive. Other organs were insensitive. The exact cause 
of death was not determined, but bacterial toxaemia 
appeared to have played an important part. 

In surviving animals tissue regeneration was very good 
in bone marrow and lymph nodes, not so good in the 
spleen and thymus gland, and distinctly poor in the testis. 
Squamous carcinoma and bone tumours are possible 
late lesions. A. Wynn Williams 


969. Production of Hypochlorhydria by Beta Radiation 
of the Stomach 

D. M. DouGias, W. R. GHENT, and S. ROWLANDs. 
Lancet [Lancet] 1, 492-495, March 3, 1951. 6 figs., 
13 refs. 


A general review is given by the authors, from the 
University of Edinburgh, of the effects of irradiation on 
the gastric mucosa and the various methods which have 
been used to administer it. The work they describe is 
mainly concerned with the use of a balloon incorporating 
radiophosphorus, which emits only £8 rays with a half-life 
of 14-3 days whose greatest penetration is about 8 mm. 
and, since the first millimetre of tissue will absorb 
50% and the next millimetre 25%, should have little 
effect on adjacent organs. For adequate results various 
criteria must be satisfied: the phosphorus must be uni- 
formly distributed, the amount per unit area must be 
known, the type of applicator used must be pliable and 
distensible, and there must be no undue hazards for 
the operator. Finally, if the balloon breaks free, 32P 
must not escape into the gastro-intestinal tract. Details 
of past methods are given, with reasons for discarding 
them; present methods, and an improvement to be adop- 
ted if certain difficulties can be overcome, are described. 

The experimental animals were dogs from which, 
before irradiation, samples of gastric juice were obtained 
after giving histamine. The balloon was inserted into 
the stomach of the anaesthetized animal and inflated 


until fluoroscopy showed it to be filling the gastric 
fundus and body. Dosage was estimated by use of 
ionization chambers, the balloons as used in treatment, 
and water phantoms. 

Seven dogs were used and all showed reduction jn 
both free hydrochloric and total acid. The longest 
follow-up period was 241 days. Biopsy showed the 
histological changes at various intervals after irradiation, 
In normal mucosa the ratio of oxyntic cells to epithelial 
cells is 1 : 5; 39 days after irradiation almost all secretory 
epithelium had been destroyed. At 140 days the propor. 
tion of oxyntic cells to epithelialcells was much increased: 
but at 240 days the total number and the ratio began to 
approach normal. 

All the dogs lost some weight, possibly due to anorexia 
caused by the irradiation or to the fact that dogs rely 
on chemical activity more than do human beings. | 
is suggested that clinical use might be made of this work 
to give patients with duodenal ulcer one year’s hypo- 
chlorhydria without operation. Various hazards must 
be considered, among them contracture due to over- 


* irradiation, late malignant change, and the development 


of macrocytic anaemia. In the light of work in other 
fields these are not, however, thought to be serious contra- 
indications. V. M. Dalley 


RADIOTHERAPY 


970. Interstitial Radium Therapy. Description of a 
Short Intensive Technic 

C. F. LEHMANN and J. L. Pipkin. Archives of Dermato- 
logy and Syphilology {Arch. Derm. Syph., Chicago] 63, 
312-322, March, 1951. 3 figs., 8 refs. 


This paper gives a detailed account of a short intensive 
method of treatment for superficial skin cancer by 
interstitial radium. The authors employ needles of 
19 mm. length, 1-3 mm. diameter, and a wall thickness 
of 0:3 mm. of platinum. Each needle contains 10 mg. 
of radium. The usual time of insertion is 24 hours, 
the needles being placed some 3 to 5 mm. apart (between 
needle walls). The main advantages claimed for this 
method are a good cosmetic result, absence of the need 
to treat the patient in hospital, and easy adaptability to 
concave sites of the skin such as the canthus area of 
the naso-maxillary fold. Most of the lesions treated are 
basal-celled carcinomata not exceeding 1-5 mm. in their 
longest diameter. 

This method is considered to be superior to surgery 
in the treatment of lesions of the eyelids, as plastic repair 
of an eyelid is never entirely satisfactory. Untoward 
sequelae, such as excessive atrophy of the skin, permanent 
loss of eyelashes over a large area, blockage of lacrimal 
ducts, and, in particular, development of a cataract, are 
not encountered. Cancers in other sites for which this 
method is said to offer particular advantage include basal- 
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cell carcinoma of nose, lip, concha of auricle, and audi- 
tory canal, and lesions situated at the auriculo-mastoid 
junction. Altogether 5,940 cases were treated by the 
short intensive radium technique between January, 1931, 
and August, 1949, but statistics on cure rate are not yet 
ready for a very critical analysis. It is already apparent, 
however, that if used with judgment, this method is a 
very valuable means of treatment of small superficial 
skin cancers when good cosmetic results and a short 
time factor are desired. Jan G. de Winter 


971. The Radiotherapy of Oedematous Exophthalmos 
without Hyperthyroidism. (Lz traitement roentgen- 
thérapique des exophtalmies oedémateuses sans hyper- 
thyroidie) 

L. PauriQue, J. PAPILLON, and P. Gutnet. Journal de 
Radiologie, d’Electrologie, etc. (J. Radiol. Electrol.] 32, 
21-26, 1951. 2 figs. 


In this paper the authors base their discussion on 
the detailed clinical histories of 8 patients suffering from 
oedematous exophthalmos (not associated with hyper- 
thyroidism) who responded satisfactorily to a combined 
course of x-ray and hormonal therapy. As a result of 
treatment protrusion of the eyeball was much reduced, 
distressing symptoms such as photophobia and lacrima- 
tion were almost completely relieved, and visual acuity 
was greatly increased. In 3 cases the results of treatment 
are described as perfect, while the remaining 5 patients 
responded to a lesser degree, although definite improve- 
ment of symptoms was obtained in every case. The 
authors regard a combined course of x-ray and 
hormonal therapy (using thyroxine and oestrogens 
mainly) as the treatment of choice in all except the 
milder cases of recent onset, where hormonal therapy 
alone may suffice. Surgery should be reserved as a last 
desperate measure for very advanced cases with compli- 
cations such as corneal ulceration or perforation. 

Two factors of importance are emphasized relative 
to x-ray therapy, namely: (1) that both orbits as well as 
the region of the pituitary gland should be irradiated, 
and (2) that to achieve success relativeiy large doses (of 
the order of 4,000 r) are necessary. The treatment 
technique used was briefly as follows. Two temporal 
5 x 8-cm. fields were so placed as to include orbits as well 
as pituitary glands. These fields were, in some cases, 
supplemented by two direct anterior orbital fields. 
The total dose given varied between 2,000 and 5,000 r, 
200 r being applied to two fields thrice weekly at 170 kV. 
The last few cases were treated more systematically by 
a surface dose of 2,000 r to each of the two temporal 
fields. The prognosis, which is stated to be more 
favourable in men than in women, appeared to depend 
largely on the duration of symptoms, the degree of 
disability, and the severity of associated complications. 

In discussing the mode of action of radiotherapy in 
this condition a twofold effect is suggested, namely: 
(1) a neuro-endocrine effect on the diencephalo-hypo- 
physeal region, and (2) a local vasomotor effect acting 
directly on the intraorbital oedema and bringing about 
an improved local hydrostatic equilibrium. 

Jan G. de Winter 


972. Treatment of Tumors of the Thyroid with Divided 
Doses of Radioactive Iodine — 

G. Crite. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 65, 415-419, 
March, 1951. 2 figs., 1 ref. 


The author points out that radioautographs of nodular 
goitres and carcinomata of the thyroid show an irregular 
uptake of 13! which is confined to a few small active 
areas. As the radiation from penetrates the 
tissues only for a distance of 1 or 2 mm., the greater part 
of the tumour may receive little or no radiation. Rawson 
attempted to solve this problem in metastatic carcinoma 
by removing the thyroid and giving thiouracil and thyro- 
tropic hormone. The present author concludes, from 
his experience of administering propylthiouracil before 
treatment with 13! that it is likely that the uptake is 
still irregular. 

Nodular goitres with hyperthyroidism require doses 
of 131[ ten times as large as those required to control 
Graves’s disease. Even these doses are not effective 
unless divided. This is accounted for by the irregular 
distribution. Increasing the initial dose only hastens the 
rate of destruction of a limited area and at the same time 
subjects the patient to unnecessarily heavy irradiation. 

The author quotes his experience with 30 cases of 
nodular goitre treated with '3'I. In nearly every case 
the tumour diminished to from one-third to two-thirds 
its previous size after control of the hyperthyroidism. 
In an occasional case there was no decrease. The 
result appeared to depend more upon the number of 
doses given than upon the size of the individual doses. 
Intervals of from 6 to 8 weeks are recommended. As 
most papillary carcinomata of the thyroid are operable, 
treatment with !3!I was not considered necessary; but the 
author has had experience of 9 cases which have been 
given tracer doses preoperatively. Only 2 of these 
cases took up significant quantities of !3!I. In one 
patient who had previously been subjected to nearly 
complete thyroidectomy an irregular uptake of 13!I in 
the metastases was shown. The danger if the tumour 
does not take up !3!I and myxoedema occurs, with 
increased production of thyrotropic hormone by the 
pituitary resulting in an increased rate of growth of the 
tumour, is noted. John H. L. Conway-Hughes 


973. Histological Changes in Irradiated Carcinoma of 
the Breast 

I. G. WILLIAMS and G. J. CUNNINGHAM. British Journal 
of Radiology (Brit. J. Radiol.] 24, 123-133, March, 1951. 
11 figs., 17 refs. 


After commenting on the literature and describing the 
irradiation technique used in treating 18 inoperable 
cases of breast cancer, a detailed histological analysis is 
made of 14 of these cases. Following irradiation to 
dosage levels ranging from 3,000 r to 4,500 r in 3 to 4 
weeks, Operation was carried out at an interval varying 
from 4 weeks to 18 months. The indication for operation 
in general was optimum clinical regression of tumour, 
though in several cases evidence of renewed activity 
led to mastectomy. The macroscopical and micro- 
scopical findings are described in each case. Elastic 
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‘tissue was studied in detail, and emphasis was laid on 
elastosis related to collapsed blood vessels, mainly in 
the adventitia though also seen as proliferation and 
fragmentation of the internal elasticlamina. The authors 
consider that this elastosis follows collapse of vessels 
as a sequel to the radiation reaction. Cancer cells were 
identified in the breast and considered viable in all but 
one of the 14 cases, and in the axillary lymph nodes in 
4 of 9 cases with secondary invasion. 

The optimum interval between irradiation and opera- 
tion remains controversial, depending on tumour type 
and normal tissue reaction, both of which must vary 
with different cases. One case is described showing 
marked radiation fibrosis with tumour destruction in the 
breast and in several lymph nodes, but active tumour 
in a new node indicated invasion during the irradiation— 
operation interval from residual cancer cells in the 
primary site. The doses of x rays given were considered 
maximal for the techniques used, and it is concluded 
that the destruction of cancer either in breast or in 
related lymph nodes cannot be guaranteed. 

{It is not stated whether this is a series of consecutive 
cases, so that a statistical evaluation on this point is not 
possible.] E. C. Easson 


974. Pituitary Irradiation in Prostatic Carcinoma 
W. T. MurpHy and H. Scuwippert. Radiology 
[Radiology] 56, 376-383, March, 1951. 19 refs. 


Since the effectiveness of orchidectomy and stilboestrol 
administration wears off in time, a new method of alter- 
ing the chemical environment of a prostatic cancer 
was investigated—namely, pituitary irradiation. The 
rationale of this treatment is based on clinical and 
experimental observations which show that a depression 
of pituitary function serves to decrease androgen 
production. 

The authors report 30 cases. Two patients received 
irradiation only: one improved for 3 months, the other 
did notimprove. The remainder were grouped according 
to the time-relationship between irradiation, orchidec- 
tomy, and stilboestrol administration. Case histories 
are given demonstrating effective palliation by this 
treatment when the effects of stilboestrol have worn off. 
The duration of palliation was generally short. 

The following are the technical factors: 200 kV in 
most cases; 2 laterally placed fields of 20 to 40 sq. cm.; 
the “tumour” dose varied from 756 r in 12 days to 
4,860 r in 35 days. F. M. Benton 


975. Malignant Disease of the Testis, with Special 
Reference to Radiotherapy 

T. M. Prossor. British Journal of Surgery (Brit. J. Surg.] 
38, 437-481, April, 1951. 13 figs., 34 refs. 


The author analyses 147 cases of testicular cancer seen 
at the Westminster Hospital between 1930 and 1950. 
Three well-defined groups of testicular tumours are 
now recognized. seminoma (the commonest tumour), 
teratoma, and chorionepithelioma (the rarest and most 
malignant). The morbid histology of teratomata is 
characteristically complex, originating from all 3 germinal 


layers. The tumour, solid or cystic, may replace the 
testicle, though the tunica albuginea resists invasion 
and retains the shape of the testis. Microscopically, the 
picture may be varied, cells from all layers being recog. 
nized, or completely undifferentiated. The seminoma 
contrasts sharply with this, having a homogeneous 
appearance with occasional areas of haemorrhage when 
cut across; microscopically, it is composed throughout 
of large or medium-sized, spheroidal or polyhedral cells, 
The chorionepithelioma is usually a small tumour, soft 
and liable to necrosis. Microscopically, it is composed 
of masses of irregular, multinucleated, epithelial cells. 
In this series the peak incidence of teratoma was 
between 20 and 30 years old and of seminoma between 
30 and 40 years. Seminoma rarely appears in childhood, 
whereas teratoma has occurred at birth; 9 of this series 
occurred in association with an undescended testicle, 
7 of these being intra-abdominal. This agrees with the 
view generally held that malignant disease is commoner 
in undescended testis. The clinical picture is of gradually 
increasing, often painful, enlargement of the testicle 
with loss of testicular sensation, associated later on with 


a mass of abdominal secondaries and lung deposits, 


Rarely the secondaries are the first manifestation. 

Differential diagnosis is from epididymo-orchitis, 
tuberculosis, and torsion. Early loss of testicular 
sensation is a characteristic sign; the Aschheim—Zondek 
reaction may be positive and this is a grave prognostic 
sign. Orchidectomy should be performed if any doubt 
exists. Metastases occurred in 50°, of the 147. The 
incidence of metastases is highest in teratoma (54°%) and 
lowest in seminoma (34%), the para-aortic and _ iliac 
lymph nodes being the common sites for spread. 
Lung deposits are twice as common in teratoma as in 
seminoma. Lymphatic vessels from the testicle drain not 
only into the para-aortic, but also into the iliac lymph 
nodes, and these link with nodes in front of and behind 
the great vessels. A radical operation should include 
removal of all these; this is probably impossible, and 
indeed in a series of cases the 5-year survival rate was 
only 17%. Irradiation undoubtedly offers the better 
chance. It is not possible to forecast the degree of 
radiosensitivity. 

All these patients, except those who had an inoper- 
able mass in a retained testicle, were treated by 
excision of the testicle and spermatic cord to the internal 
abdominal ring, followed by irradiation of the whole 
gland area. X rays were generated at 220 kV and 20 mA, 
with a H.V.L. of 2:2 mm. of copper and f.s.d. of 50 cm. 
The lower para-aortic and iliac nodes were first treated 
with two opposing fields 20x20 cm. and 2,500 to 
3,000 r delivered in 30 days. Six weeks later the upper 
para-aortic nodes were treated through two opposing 
fields of 15x10 cm. Many secondaries from terato- 
mata are highly radiosensitive. Malignant change in an 
abdominal testis caries a poor prognosis, but radio- 
therapy is worth while. 

The author reports 66° as the 5-year survival rate 
for cases of seminoma without secondary invasion and 
55% for teratoma. This contrasts with a 15% sur- 
vival rate for both types with metastases. 

K. H. Taylor 
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976. Posterior Pneumomediastinum. (Il pneumo- 
mediastino posteriore) 

L. CONDORELLI, A. TURCHETTI, and G. PIDONE. Annali 
di Radiologia Diagnostica [Ann. Radiol. diagnost.| 23, 
33-54, 1951. 25 figs., 8 refs. 


The anterior and posterior mediastinum are separated 
from each other by a thin layer which extends in the 
frontal plane and is a continuation of the deeper layer 


_ of the cervical fascia. 


The production of pneumomediastinum has been 
employed since 1934 in order to study the physiology and 
pathology of the mediastinum by means of x rays. The 
capacity of the mediastinum can be assessed in this way, 
and manometric check of the pneumomediastinum 
enables the variations of intrathoracic pressure during 
respiration to be recorded, and thus the influence of 
respiration on the dynamics of venous circulation deter- 
mined. Pneumomediastinum is also a valuable ** con- 
trast medium ” giving clear radiographic outline of all 
the opaque structures of the chest. 

The authors have employed anterior pneumo- 
mediastinum to examine pericardial adhesions, anterior 
mediastinitis, the thymus gland, and paramediastinal 
inflammatory lesions. 

The production of a posterior pneumomediastinum 
has not hitherto been used in radiology owing to lack of 
a satisfactory technique for injecting air into the pos- 
terior mediastinum, and because this method of exam- 
ination has advantages only with the employment of 
tomography. 

The technique used by the authors requires the 
cannula to be inserted so as to pierce the posterior layer 
of the deep cervical fascia. However, the entry of air 
into the anterior mediastinum cannot be avoided. The 
latest, more satisfactory, method used by the authors is 
the ** pertracheal method’. After piercing the anterior 
tracheal wall the aspiration of air is very easy; the 
posterior tracheal wall must be pierced next. Air is 
injected in small quantities (20 to 30 ml.) at short 
intervals and the total amount introduced should be 
200 to 300 ml. A small amount of air always enters 
the anterior mediastinum. 

Radiographs are taken in the postero-anterior, the 
lateral, right anterior oblique, and left anterior oblique 
positions. Tomograms are made in the sagittal plane 
at every 5 mm., starting with the plane 5 cm. to the left 
of the midline and ending with that 5 cm. to the right of 
the midline. Tomograms are also made in the frontal 
plane at every 5 mm., starting at the level of the 
sternum. 

In normal subjects, in postero-anterior films a highly 
translucent halo is seen surrounding the contour of the 
heart. The lateral films show increased translucency 
of the retrocardiac space. The posterior cardiac border 
and the diaphragm are very well outlined; the superior 
part of the posterior mediastinum is also visible, showing 
clearly the walls of the trachea and of the main bronchi. 
A band of air is seen in front of the aortic arch. As air 
is present in the anterior mediastinum the pulmonary 
conus and thymus gland are also outlined. The right 


_ pathology of the mediastinum. 


anterior oblique films show well the ascending aorta; the 
left anterior oblique films allow a study to be made of the 
trachea and the main bronchi and also of the posterior 
contours of the left ventricle and auricle and ascending 
aorta. 

The authors go into considerable detail in describing 
the advantages of every level examined by tomography, 
both in sagittal and in frontal planes. They express 
the hope that this method of examination will increase 
knowledge of the radiological anatomy and of the 
W. J. Czyzewski 


977. Possible Damage to the Lung Caused by Broncho- 
graphy with ‘“Ioduron”. (Schadigt die Joduron- 
Bronchographie das Lungenparenchym?) 

H. U. ZOLLINGER. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 81, 210-216, March 3, 
1951. 19 figs., 14 refs. 


The investigations recorded show that “ ioduron B”’ 
is not only tolerated without any demonstrable morpho- 
logical changes by the healthy lung (animal experiments), 
but also by the severely diseased human lung (25 
operation specimens after bronchography). Interstitial 
granulomata, causing bronchial occlusion, were en- 
countered frequently, but, by employing the periodic acid 
staining technique of Hotchkiss, the centres of these 
granulomata can be distinguished with certainty from 
the cellulose base of ioduron B and identified as epithelial 
mucus. The granulomata are not met with any more 
frequently after bronchography than in control cases 
(a total of 45). They arise through a defect in the 
bronchial epithelium in association with co-existent 
stasis of bronchial secretion. This stasis of mucus 
in the bronchial tree and in particular the reversal of 
flow of mucin-containing fluid into the alveoli causes 
the accompanying xanthomatous pneumonia. This isa 
temporary phenomenon (2nd phase), which is preceded 
by a desquamative pneumonia, in which the shed 
alveolar cells ingest mucin in droplet form (1st phase). 
The intracellular mucin droplets are then transformed into 
fat droplets and later partially into lipoids. Finally all 
these substances disappear, a chronic interstitial pneu- 
monia being the final result. The localization of these 
secondary parenchymatous changes is dependent on the 
mode of bronchial occlusion: the blockage of a single 
larger bronchial branch is followed by a wedge-shaped 
pulmonary reaction, while multiple occlusions of small 
branches produce perifocal lesions in the shape of a 
horseshoe.—[Author’s summary.] 


978. The Effect of ‘ Lipiodol’’ on Alveolar Gas 
Exchange 

H. Back and A. Roos. Journal of Clinical Investigation 
[J. clin. Invest.] 30, 338-344, March, 1951. 22 refs. 


A study has been made of the pulmonary function of 
10 patients before and after bronchography by means of 
lipiodol In only 1 patient was the alveolar-arterial 
Py, gradient found to be definitely increased following 
thé procedure, although 5 in addition to this one had an 
abnormally high gradient in the control study. Arterial 
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carbon dioxide tension was essentially uninfluenced by 
lipiodol. The vital capacity was reduced by an average 
of 7-6% several hours after bronchography. Measure- 
ment of the saturation time on changing the inspired 
gas from room air to 100% oxygen revealed no significant 
effect after lipiodol. Lung-to-ear circulation time was 
similarly unchanged. All abnormal values returned to 
the control level within 24 hours except in one case in 
which the pre-lipiodol values were not reached until 
48 hours later. 

It is ‘concluded that the presence of lipiodol has no 
significant influence on the respiratory gas exchange 
except in occasional patients with advanced pulmonary 
pathology.—[Authors’ summary.] 


979. Diastematomyelia with Vertebral Column Defects. 
Observations on its Radiological Diagnosis 

T. N. Cowie. British Journal of Radiology (Brit. J. 
Radiol.) 24, 156-160, March, 1951. 5 figs., 9 refs. 


Diastematomyelia is a rare congenital disorder which 
has seldom been diagnosed during life. It consists of a 
longitudinal division of the spinal cord into two parts 
over a variable length. This is often associated with 
spina bifida occulta, widening of the neural canal, and 
other anomalies of vertebral development in the vicinity. 

The case is reported of a boy who had been under 
observation between the ages of 12 and 17. During 
this time he displayed an increasing weakness of the right 
foot with an extensor plantar response, but no pain. 
X-ray examination revealed spina bifida from C7 to the 
mid-dorsal area, slight scoliosis, an irregularly shaped 
bony mass overlying the neural-canal area, and increase 
of the interpediculate measurements. 

Myelography showed a one-sided filling defect of the 
opaque column at the level of D 2 to D 3, with a general 
widening of the thecal space. Operation revealed the 
spina bifida, the laminae of D 2 to D 3 being fused into a 
large bony mass, which was removed. The cord was 
seen to be separated into two tubes over a distance of 
14 in. (4 cm.), re-joining below and being invested by 
separate dural sheaths. Each portion was furnished with 
nerve roots. Between the two cord elements a sharp bony 
spur was felt projecting from the dorsal aspect of the 
vertebral bodies; this was removed. The patient made 
a good recovery. 

The author discusses the pathogenesis and lists the 
radiological pointers. He considers that certain of the 
changes are sufficiently characteristic radiologically to 
make pre-operative diagnosis possible. 

A. M. Rackow 


980. Studies of the Portal Venous System by Injection 
Technique 

R. O. Hoimes and W. V. Lovitt. Gastroenterology 
[Gastroenterology] 17, 209-223, Feb., 1951. 15 figs., 
3 refs. 


The authors made an anatomical study of the portal 
venous system. At necropsy the organs were removed 
en bloc and large vascular leaks, located by a preliminary 
saline injection, were tied. One of the major tributaries 
of the superior mesenteric vein was then injected with a 


commercially prepared barium sulphate suspension 
as used for barium meals and radiographs were taken. 
The material for the study was obtained from 4 patients 
who had died without demonstrable liver disease, 6 who 
had died with metabolic cirrhosis, 1 with jaundice due 
to metastatic sarcoma obstructing the common duct, and 
1 patient who had died with toxic cirrhosis 3 days after 
a side-to-side porto-caval shunt had been constructed. 

The barium sulphate suspension filled all portal tribu- 
taries and branches, but did not enter the sinusoids of 
the liver because its particles were too large. Some of the 
splenic sinusoids, however, were filled. 

A number of the major anatomical variations are 
illustrated. Oesophageal varices, when present, were 
well outlined. One subject with metabolic cirrhosis was 
found to have a large, naturally developed shunt from the 
splenic vein to the retroperitoneal vein. In this case the 
spleen was not enlarged, and the authors suggest that 
the shunt was therefore big enough to have prevented 
the occurrence of portal hypertension. Smaller naturally 
occurring shunts were demonstrated in other cases. 

G. H. du Boulay 


981. Inflation of the Stomach with Double Contrast: 
a Roentgen Study 

F. F. Ruzicka and L. G. RIGLER. Journal of the 
American Medical Association [J. Amer. med. Ass.] 146, 
696-702, March 10, 1951. 8 figs., 20 refs. 


Routine periodic examination of healthy subjects in 
a search for minimal early carcinomata creates special 
problems. Unless the fold pattern is smoothed out by 
distending the stomach, certain types of carcinoma will 
be missed. In a fat or heavily muscular man it is im- 
possible to get good compression films if the stomach is 
distended with barium. The way round this difficulty is 
to distend the stomach with air which is pumped in 
through a narrow-bore stomach tube after coating the 
mucosa with small amounts of a thin barium emulsion. 
In a few cases an intragastric balloon was inflated. but 
this was found to have few advantages and some 
disadvantages. 

[A good survey of the extensive literature on this 
method is given, but the films reproduced are necessarily 
unconvincing. It is impossible in an article of this sort 
to convince a critical reader that the diagnosis could not 
equally well have been made by ordinary methods. 
Presumably most keen gastro-intestinal radiologists have 
experimented with air insufflation at some time in their 
careers, but it is difficult to find any who use it as a 
routine. ] Denys Jennings 


982. Preliminary Studies of the Gastro-intestinal Tract 
with Colloidal Barium 

F. WinpuHoiz, H. S. KAPLAN, and H. H. Jones. Cali- 
fornia Medicine (Calif. Med.| 74, 155-160, March, 1951. 
6 figs. 

A colloidal aqueous suspension of barium sulphate 
was used in one of two x-ray screening rooms: in the 
other the ordinary type of meal was used. The two 
rooms were fitted with similar radiographic equipment, 
and there was no conscious selection of patients. [No 
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mention is made of whether the radiologists also worked 
alternately in both rooms.] After 4 months all the 
barium-meal films taken in the two rooms were reviewed, 
judgment being made without the judges knowing from 
which room the films came. One-third of the films after 
ordinary meals were excellent, and it was mistakenly 
thought that colloidal barium had been used; in 5% of 
the colloidal-barium cases results were poor, and it 
was thought that an ordinary meal had been given. 
The interpretation put on these findings is that the 
ordinary barium meal is as good as the colloidal type for 
those patients in whom there is little excess of resting 
gastric juice with little flocculation. If the stomach is 
secreting actively, even colloidal barium may flocculate 
slightly and give relatively poor results. 

[The advantage of colloidal barium over the ordinary 
barium meal used in this study is statistically significant. 
This may merely mean that the barium suspension in use 
in this clinic is poor. Some excellent films of colloidal 
barium are reproduced and these are compared with some 
very bad films of ordinary barium. The cost of the new 
medium is not mentioned.] Denys Jennings 


983. The Radiological Diagnosis of Cancer of the 
Colon. (Le diagnostic radiologique du cancer du 
colon) 

J. RAcHET, A. Busson, and G. Morin. Archives des 
Maladies de l’ Appareil Digestif [Arch. Mal. Appar. dig.] 
40, 137-159, Feb., 1951. 29 figs. 


French radiologists have improved the early diagnosis 
of gastric carcinoma by emphasizing that local loss of 
elasticity leads to a depressed, embedded area when the 
stomach is distended with barium emulsion. If there 
is a weak point in the wall of a rubber tyre it balloons out 
as the tyre is inflated; conversely, a strong area in the 
wall tends to be depressed as the rest of the tyre balloons 
out around it. The same principle should be kept in 
mind in examining the colon. Normal colon balloons 
out around an infiltrated area. In barium-enema 
examinations, however, the theoretical difficulties are 
almost insuperable and diagnosis is necessarily less 
reliable than with barium meals. The radiological 
student should begin by classifying the various types of 
filling defect seen in the films; and he should then 
consider the kind of pathological process which might be 
responsible. At present young radiologists think first 
of the morbid-anatomical specimen and then deduce 
what the x-ray appearances ought to be, but the post- 
mortem shape of a piece of colon with a carcinoma is an 
unreliable guide to the living appearance as seen on the 
screen and in films. 

The distinction between a polypoid carcinoma pro- 
ducing a filling defect and a scirrhus producing a stenosis 
is unreliable. Radiologically, a stenosis is a circular 
filling defect involving the whole circumference of the 
colon. A filling defect is marginal if it involves only 
one border, and central if it shows only on compression. 
A repeat examination is often necessary to prove that a 
filling defect is not due to a faecal mass. Intravenous 
atropine sometimes helps in excluding spasms; and 
neostigmine will produce a violent change in the fold 


pattern. The border zone between a filling defect and 
normal mucosa should be studied. A valuable sign of 
carcinoma is the way in which a rigid, non-distensible 
area is overlapped by, and invaginated into, the barium- 
filled colon. This process may be compared with pseudo- 
diverticulum formation in the stomach, where the normal 
gastric wall distends and overlaps a non-distensible 
infiltrated area. Denys Jennings 


984. Intravenous Nephrography: a Method of Roentgen 
Visualization of the Kidney 

H. S. Weens, H. M. Oinicx, D. F. JAmes, and J. V. 
WARREN. American Journal of Roentgenology and 
Radium Therapy (Amer. J. Roentgenol.| 65, 411-414, 
March, 1951. 4 figs., 10 refs. “4 


A technigue is described for visualizing the renal 
parenchyma by the rapid intravenous injection of a large 
amount of contrast medium. The procedure is similar 
to that for angiocardiography. After testing for iodine 
sensitivity, 50 ml. of 70° diodone is injected into an 
antecubital vein within 2 seconds, and serial films are 
taken of the renal area. Opacification of the renal 
parenchyma, and sometimes of the abdominal aorta 
and renal vessels as well, takes place between 6 and 60 
seconds, and is usually at a maximum at about 15 seconds, 
after the injection. Satisfactory nephrograms were 
obtained in 29 out of 35 patients subjected to the pro- 
cedure. Its clinical applications have yet to be worked 
out. J. A. Shiers 


985. The Problem of Stereoscopic Radioscopy. (Zur 
Frage der stereoskopischen R6Ontgendurchleuchtung) 
W. KircuHorr. Fortschritte auf dem Gebiete der 
Réntgenstrahlen |Fortschr. Rontgenstr.) 74, 350-353, 
March, 1951. 8 refs. 


This is a general review and theoretical discussion of 
stereoscopic screening. In the author’s opinion, one 
of the main handicaps of the method arises from the 
different requirements of radioscopy and stereoscopy. 
It is difficult to centre each eye separately on the corres- 
ponding tube-focus when using a universal tilting couch. 
Another difficulty results from the necessity for viewing 
the screen image from a relatively long distance and 
keeping the diaphragm wide open. Lastly, there is still 
the difficulty of changing the settings rapidly from 
screening to radiography. 

{It is the abstracter’s belief that the main handicap of 
stereoscopic radiography lies in the low luminosity of the 
screen image, and that, given a bright screen image, 
stereoscopic screening should find a useful, though 
limited, application. Perhaps the latest developments in 
amplification of the x-ray beam would help to solve this 
difficulty.] A. Orley 


986. Transit Time through the Small Intestine: a 
Roentgenologic Study on Normal Variability. [In 
English} 

L. LONNERBLAD. Acta Radiologica [Acta radiol., Stockh.} 
Suppl. 88, 1-85, 1951. 32 figs., bibliography. 


See also Hygiene and Public Health, Abstract 864. 
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987. The Effect of Carbon Dioxide on the Re- 
establishment of Breathingafter Clinical Death. (Bnusnue 
Ha BOCCTAHOBNeHHEe AbIXaHHA Mocne 
KJIHHHYECKOH CMEPTH) 

E. M. SmirenskAsA. Apxus Ilatonoruu [Arkh. Patol.] 
13, No. 1, 48-55, 1951. 27 refs. 


Dogs were resuscitated, after clinical death due to 
exsanguination, by centripetal arterial infusion of blood 
combined with artificial respiration. The present 
experiments were designed to test the usefulness of differ- 
ent mixtures of carbon dioxide and oxygen as compared 
with ordinary air. It was found that the presence of 
carbon dioxide delayed the re-establishment of spontan- 
eous breathing, and it is therefore considered that it is 
contraindicated in resuscitation after death caused by 
loss of blood. L. Crome 


988. The Morphological Changes in the Muscles of 
Rabbits in Experimental Muscular Dystrophy. (Mopdo- 
JIOrHY€CKHE H3MCHEHHA B MBILUWaX KPONHKOB SKCTIe- 

N. A. MaksimovitcH, D. L. FERDMAN, 
GricoryevA. Apxus [latonoruu [Arkh. Patol.] 13, 
56-61, 1951. 4 figs., 9 refs. 


Experimental muscular dystrophy was produced in 
rabbits by a tocopherol-free diet. The histological 
changes in the muscles are described fully in this paper. 
They ranged progressively from loss of striation to 
necrosis with fibrous-tissue replacement. Adenosine 
triphosphate was then given to some of the animals. 
This treatment delayed the onset of dystrophy, but did 
not prevent the eventual death of the animals. 

L. Crome 


¥. A, 


989. Shock and Neoplasia 
H. N. GREEN and M. SaviGear. British Medical 


Journal (Brit. med. 1, 498-500, March 10, 1951. 
7 refs. 


It has been shown that in the rat the growth of neo- 
plasms is relatively unaffected by repeated induction 
of the shock state, a procedure which powerfully inhibits 
cell mitosis in the normal epidermis and probably other 
tissues. The same results were found after injection of 
cortisone. This paper reports the response to skin 
pre-treated with a chemical carcinogen to these anti- 
mitotic agents. 

After a short period (not more than four paintings over 
8 days) of treatment with the powerful carcinogen 9 : 10- 
dimethyl-1 : 2-benzanthracene (DMB) the mitotic rate 
of the ear epidermis usually rises substantially above the 
normal, and this increase is maintained for some days 
after cessation of the painting. It was found that this 
short period of painting rendered the epidermis relatively 


refractory to the anti-mitotic action of shock or of 
cortisone. 

In striking contrast was the effect of shock on the hyper. 
plastic epithelium induced by croton oil. Here the high 
mitotic rate was almost completely suppressed. Even 
a relatively short exposure to a chemical carcinogen 
makes the skin epithelial cells refractory in some degree 
to the anti-mitotic action of certain natural agents. The 
contrast between the behaviour of the cell involved in 
the inflammatory reaction following croton oil and 
the cell involved in the precancerous reaction is remark. 
able. If the skin paintings aré stopped in the early stages, 
the refractory state to those agents inhibiting cell division 
gradually disappears, but if the paintings are continued 
very long the refractory state becomes permanent, and 
becomes a character of the cancer cell. 

[These findings are important in that they not only 
demonstrate the resistance of the cancer cell to normal 
growth-regulating agents, but also offer an approach to 
the elucidation of its nature. As these workers have also 
shown that anti-mitotic agents act on the normal cell 
by interfering with carbohydrate metabolism, it may be 
postulated that such a disturbance constitutes the 
essential nature of neoplastic transformation.] 

J. V. Wilson 


990. Relation of Shock, Carbohydrate Utilization, and 
Cortisone to Mitotic Activity in the Epidermis of the Adult 
Male Mouse 
H. N. Green and F. N. GHaAptatcy. British Medical 
Journal (Brit. med. J.) 1, 496-498, March 10, 1951. 
12 refs. 


It has been shown that following hind-limb ischaemia 
or the injection of adenosine triphosphate (ATP), there 
is an early and strong reduction or complete suppres- 
sion of mitotic activity in the skin of the mouse even in 
the presence of hyperglycaemia. This appears to give 
further support to the hypothesis that the state of shock 
is fundamentally a profound interference with carbo- 
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hydrate utilization. The present authors have attempted 
to find what substances known to be operating in the 
shock mechanism or, on the other hand, known to inter- 
fere with carbohydrate metabolism are capable of 
inhibiting mitosis in the epidermis of the mouse. 

It is known that cortisone has a consistent and powerful 
anti-mitotic action on the skin epithelium, and adrenaline 
also was found to depress epidermal mitosis quite pro- 
foundly. Of ATP and its derivatives, adenosine had a 
powerful anti-mitotic action in vivo, so far below the 
shock-inducing dose that its action must be specific. 
It was also found that adenosine and adenyl compounds 
prevented fibroblasts in tissue culture from entering into 
the prephase of mitosis. Thus while ATP injections 
may exert some of this anti-mitotic effect by causing 
discharge of cortical steroids, adenyl compounds in 
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general act directly. It is suggested that adenosine 
exerts its antimitotic action by interfering with the 
respiratory cycle of carbohydrate utilization, while 
cortisone interferes with the phosphorylation of sugar in 
the early stages of this glycotic breakdown. Three 
other substances, sodium fluoracetate, sodium pyro- 
phosphate, and iodoacetic acid, tested because they 
inhibit different phases of carbohydrate metabolism, 
showed mitotic inhibition in the pre-prophase state. 

The results tend to show that any interference with 
carbohydrate utilization at any stage prevents epithelial 
cells of mouse skin from entering into the first stage of 
mitosis. It seems highly probable that the anti-mitotic 
effect of shock-inducing measures is due in part to such 
interference. J. V. Wilson 


991. Studies in Bacterial Allergy. IV. The Transitory 
Nature of Desensitization of the Passively Sensitized 
Guinea Pig Uterus with a Bacterial Hapten, with a Note 
on 95 per cent O.-—5 per cent CO> as an Aerating Mixture 
0. SwinEForD and R. J. REYNOLDs. Journal of Allergy 
(J. Allergy] 22, 156-159, March, 1951. 1 fig., 13 refs. 


Guinea-pig uteri were sensitized by intra-abdominal 
injection of 0-2 to 0-5 ml. of refined anti-pneumococcal 
rabbit serum. They were suspended in Tyrode solution 
and aerated with a mixture of 95% oxygen and 5% 
carbon dioxide. When 0-2 mg. of type-specific poly- 


saccharide was added to the bath, contraction occurred 


in about two-thirds of the horns. These were completely 
desensitized by repeated exposure to the hapten, but 
remained sensitive to histamine and to non-type-specific 
hapten. After complete desensitization had occurred, 
the horns were flushed with Tyrode solution and placed 
in fresh baths. When 0:2 mg. of hapten was added 
again after 10 minutes no contraction took place. After 
an interval of | to 4 hours, however, resensitization had 
occurred. It was complete after 4 hours in the majority 
of the horns. This sequence of desensitization and 
spontaneous resensitization could be repeated; it was 
always specific. The aerating mixture permitted the 
pH to remain at a constant level of 7-4 for 12 hours and 
longer. H. Herxheimer 


992. Studies on the Mechanism of Fatal Anaphylaxis 
in the Rabbit 
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S. G. Conen, F. R. FRANKE, and E. L. KARLSON. 
Journal of Allergy {J. Allergy] 22, 160-164, March, 1951. 
I fig., 11 refs. 


Eight rabbits were sensitized by a single intramuscular 
injection of 325 mg. of gamma globulin. Fatal shock 
was induced 3 to 4 weeks later by intravenous injection of 
500 mg. of serum gamma globulin. Before and during 
shock the blood pressure in the right ventricle, the 
respiratory movements, and an electrocardiogram were 
recorded. It was found that respiration ceased within 
60 to 120 seconds after the shocking injection. During 
this period and for a further 2 minutes the pressure in 
the right ventricle increased. Then it began to fall and 
reached zero within 8 minutes. Changes in the electro- 
cardiogram occurred only after the intracardiac pressure 
had fallen-to zero. These observations were made on 
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7 out of 8 rabbits used; it is concluded that death in 
anaphylactic shock in rabbits is primarily caused by 
respiratory failure. H. Herxheimer 
993. Vascular Allergy: Experimental Studies on 
Allergic Thrombosis of the Retinal Veins 

P. De Muro and M. Focost. Journal of Allergy [J. 
Allergy] 22, 114-119, March, 1951. 5 figs., 7 refs. 


Fifteen rabbits were sensitized by the intravenous 
injection of 2 ml. of sheep serum, repeated five times 
at intervals of 5 days. The exciting (shocking) dose, 
0-1 ml., was inoculated into the corpus vitreum 10 to 12 
days later. The fundus was examined after | hour and 
then at 4- to 5-hourly intervals. At first there were 
dilatation and congestion of the retinal veins, some 
containing an amorphous substance; later thrombosis 
occurred. Histologically the thrombus was found to 
consist almost entirely of platelets. The corpus vitreum 
showed cellular infiltration with numerous eosinophils. 
In 7 non-sensitized animals inoculation of the corpus 
vitreum elicited no pathological change. 

H. Herxheimer 


994. Effects of Cold, Ascorbic Acid, and Age on 
‘** Formaldehyde-Induced *’ Arthritis in the White Rat 

L. P. DuGat. Canadian Journal of Medical Sciences 
[Canad. J. med. Sci.| 29, 35-47, April, 1951. 8 figs., 
19 refs. 


995. The Early Lesions of Canine Arteriosclerosis 

M. Bevans, J. D. Davipson, and L. L. ABELL. Archives 
of Pathology [Arch. Path.] 51, 278-287, March, 1951. 
9 figs., 7 refs. 


Puppies were kept on a cholesterol-thiouracil regimen 
for periods up to 6 months. From 60 to 80% cholesterol 
absorption occurred and its level in the serum reached 
1,500 mg. per 100 ml. The production of arterial lesions 
was related to the degree of elevation of serum cholesterol 
level and the duration of the experiment. No lesions 
occurred in animals treated for less than 2 months, 
though all those treated for 4 months or longer showed 
lesions. The distribution of the latter varied somewhat, 
but was usually seen first in the thyroid vessels (perhaps 
because of the increased vascular supply resulting from 
the thiouracil administration), and occurred consistently 
in the aorta. Histologically, the lesions consisted of 
lipoid deposition in the media of vessels, together with 
some intimal proliferation, the latter being present only 
in animals treated for long periods. In addition the 
reticulo-endothelial organs contained much _lipoid 
substance. 

In a previous paper the authors described the produc- 
tion of lesions in older dogs which they regarded as 
closely resembling human arteriosclerosis. The present 
lesions did not bear any such resemblance, and this 
difference is attributed to the fact that young animals 
were used in order to avoid the possibility of spontaneous 
arteriosclerosis. It is further stated that the picture 
described in young animals resembles that seen in young 
children and infants [though no particulars of such 
cases are given.] G. J. Cunningham 


| 


254 PATHOLOGY 


996. Regression of Lesions in Canine Arteriosclerosis 
M. Bevans, J. D. Davipson, and F. E. KENDALL. 
Archives of Pathology {Arch. Path.] 51, 288-292, March, 
1951. 3 figs., 4 refs. 


The lesions of canine arteriosclerosis were found to 
undergo retrogression on withdrawing the causative 
cholesterol-thiouracil regimen and returning the animals 
to a stock diet. The serum cholesterol level fell to 
normal within a week following this dietary altera- 
tion. The lipoid in the intima and media disappeared 
and only traces of the lesions could be found 4 months 
later. The thyroid arteries were found to behave 
unusually in that retrogression occurred in periods up 
to 14 months even in the presence of a sustained hyper- 
cholesterolaemia. G. J. Cunningham 


997. Hypertensive Disease Produced by Desoxycortico- 
sterone Acetate in Parabiotic Rats 

C. E. Hatt and O. HALL. Archives of Pathology [Arch. 
Path.) 51, 249-259, March, 1951. 5 figs., 17 refs. 


After outlining some of the procedures for producing 
hypertension in parabiotic rats, the authors describe an 
experiment in which pellets of deoxycortone acetate 
were implanted into the right partner of such pairs of 
rats. In 15 of 20 pairs hypertension developed only 
in the left partner, while in the remaining 5 only the right 
partner had a raised blood pressure. It was considered 
that the-latter results were related to a deficient vascular 
union which was demonstrated in these cases. The 
histological changes varied from hypertensive vascular 
sclerosis to periarteritis nodosa, which was seen particu- 
larly in the severer hypertensions. In some instances 
when the left partner was hypertensive, the right partner 
showed atrophic changes in the kidney closely resembling 
those described by Selye and Stoner as ‘ endocrine ” 
kidney. This change was probably produced by hypo- 
tension, which was found in the right partners of hyper- 
tensive cases. 

The results are discussed, but the authors are unable 
to offer an explanation of their interesting findings. 

G. J. Cunningham 


998. Production of Prolonged Arterial Hypertension in 
Dogs by Chronic Stimulation of the Nervous System. 
Exploration of the Mechanism of Hypertension accom- 
panying Increased Intracranial Pressure 

R. D. TAytor and I. H. PaGe. Circulation [Circulation] 
3, 551-557, April, 1951. 2 figs., 6 refs. 


In these experiments 165 dogs were used: the animals 
having been anaesthetized with pentobarbitone, a variable 
number of arteries supplying the brain were ligated. The 
vessels were the carotids, vertebral, thyrocervical trunk, 
internal mammary, and costocervical. In some of these 
animals, in addition, a wire which could be heated 
was placed on the floor of the fourth ventricle. With 
arterial ligation only, 7 out of 29 survivors had hyper- 
tension for 8 to 15 days, followed by a return of the 
blood pressure to normal. If in addition, however, 
the wire was heated, hypertension lasting 2 months or 
longer would result. Various other procedures, differing 
slightly from this successful combination, did not result 
in hypertension of any significant duration. 


The authors tried to find out if the hypertension 
induced by a rise in cerebrospinal-fluid pressure could 
be reproduced by arterial ligation combined with the 
introduction of saline into the subarachnoid space, 
The arterial pressure rose by up to 56 mm. Hg when the 
cerebrospinal-fluid pressure was raised by up to 100 mm. 
Hg. This rise of blood pressure also occurred when 
the total blood supply of the experimental dog’s head 
came from another dog. G. Loewi 


999. Activity of Plasma Labile Factor in Disease 
M. STEFANINI. Lancet [Lancet] 1, 606-610, March 17, 
1951. 4 figs., 33 refs. 


The plasma labile factor is a necessary constituent of 
the mechanism for the proper formation of thrombin. 
It has been called by various workers “* component A ”, 
“factor and “plasma Ac globulin’. The labile 
factor has certain well-defined characteristics which 
enable its concentration in the plasma to be determined. 
The author has devised a quantitative method of esti- 
mating the factor, and used it in studying the importance 
of depletion of the labile factor in the causation of 
the prolonged prothrombin time in various diseases. 

Blood samples from 187 persons were examined, 
20 being healthy subjects, the rest having a prolonged 
prothrombin time or active bleeding: 15 cases of hypo- 
prothrombinaemia due to dicoumarol .and 15 post- 
operative cases were also investigated. Prothrombin 
activity, prothrombin concentration, and labile-factor 
activity were determined in each case. (References to 
the methods used are given.) In hepatic disorders the 
labile-factor activity is normal in obstructive jaundice, 
but decreased in liver dysfunction. Large doses of 
vitamin K did not restore the activity of the factor even 
though the prothrombin activity returned to normal, 
suggesting that vitamin K is not required for the synthesis 
of the factor. 

In the group of haemorrhagic conditions the labile- 
factor activity was normal in those which were due to a 
vascular abnormality and in idiopathic and _ allergic 
thrombocytopenia. But in all cases of symptomatic 
thrombocytopenia studied there was a striking depletion 
in labile-factor activity. Although no change in the 
activity of the factor was found in haemophilia, it was 
noted that there was a prolonged clotting time and 
decreased prothrombin activity a week preceding and a 
week following a spontaneous haemorrhage. In hypo- 
prothrombinaemia of the newborn, labile-factor activity 
was normal, but the prothrombin activity was decreased 
significantly and was lower than the prothrombin 
concentration, suggesting a further plasma factor. No 
change in the activity of the labile factor was found 
during dicoumarol therapy, contrary to the findings of 
other workers: this may be explained by the different 
methods used. In terminal carcinoma the labile-factor 
activity and prothrombin activity and concentration 
all fell, the fall being roughly parallel with that in 
serum protein level, as occurs in liver dysfunction. 


In the post-operative cases the labile-factor activity 
had decreased to about 40% of normal by the third 
day. 
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In his discussion the author points out that although 
jt appears that the liver is the main source of the factor, 
it may not be the only source, as no liver dysfunction is 
demonstrable in those blood dyscrasias showing a low 
labile-factor activity. The importance of fresh blood in 
the treatment of haemorrhage in those conditions with a 
low labile-factor activity is obvious. A low labile- 
factor activity without diminished prothrombin activity 
is seldom found. R. F. Jennison 


1000. The Haemostatic Effect of Painful Stimuli. (K 
Bpompocy oO addexte O6onesoro 
pasaparKeHHa) 

N.S. DZHAVADIAN. ApxuB Ilaronoruu [Arkh. Patol.] 13, 
No. 1, 22-28, 1951. 2 figs., 11 refs. 


The blood coagulation time, thrombin content, and 
number of blood platelets were estimated in dogs and 
rabbits after the infliction of painful stimuli. The 
author was able to confirm that painful stimuli have a 
haemostatic effect: the acceleration of the blood clotting 
time was most marked in 10 to 20 minutes. The throm- 
bin content was highest after 20 to 45 minutes, while the 
increase in the number of platelets was obvious in 5 
minutes and reached its peak in 20 to 30 minutes. 

é L. Crome 


1001. A Lipolytic Enzyme in Reactive Histiocytes of 
Guinea Pigs with Experimental Encephalomyelitis 
F.S. VoGet. Journal of Experimental Medicine [J. exp. 
Med.) 93, 305-311, April 1, 1951. 5 figs., 14 refs. 


A lipolytic enzyme has been demonstrated in the 
reactive histiocytes of the granulomatous tissue at the 
site of injection and in the regional lymph nodes of guinea- 
pigs suffering from experimental encephalomyelitis 
induced by the injection of brain tissue and Myco- 
bacterium butyricum: this enzyme may be a factor in the 
pathogenesis of experimental encephalomyelitis. It was 
found in all of 24 guinea-pigs so treated. 

W. H. McMenemey 


1002. Certain Lines of Experimental Study of Tumours 
on the Basis of Pavlov’s Teaching. (O HexoToppix nyTax 
H3yYeHHA OMNyxoNe Ha OCHOBE 
yuenua Tlapnosa) 

S. 1. LeBEDINSKAJA and A. A. SoLoviev. 
Meguunua [Klin. Med., Mosk.] 29, No. 3, 11-15, March, 
1951. 12 refs. 


This article reviews recent work in the Soviet Union 
on the influence of nervous reflexes on the growth of 
tumours. In 1925 Molotkov proposed to divide the 
sensory nerves in order to delay the growth of malignant 
tumours. Pavlov, commenting on this, said: “* Let 
us suppose that we have a cancerous tumour, arising 
from some unknown cause; this is a constant source 
of irritation which sets up a reflex in the trophic inhibitory 
nerves, as a result of which there is continuous disturbance 
of the tissues. Therefore section of the trophic 
nerves, by breaking the arc, may have a_ beneficial 
effect 

On the basis of this theory Popov, Tereshchenko, 
and the authors have studied the influence of nervous 


control on growth and metastasis of tumours in 
rabbits. They found that whereas intravenous in- 
jection of malignant cells nearly always led to general 
dissemination, intra-arterial injection did so only in 
exceptional cases. This, they claim, can be explained 
only by the irritation of receptors in the vessels of the 
lungs, which facilitates the formation of metastases. 
[Why similar irritation of systemic vascular receptors 
fails to occur after interarterial injection is not explained. ] 

Tereshchenko found that implantation of cells of an 
infiltrating tumour (? seminoma) into the testicle, in 
which the tumour grew best, followed by excision of the 
testicle with its implant 6 hours later, was followed by 
general metastasis in 3 weeks; if the operation was 
delayed for longer there was less dissemination, and less 
still if the implant was not excised at all. Moreover, a 
similar result followed removal of the other testicle, in 
which no implant had been made. He ascribed this to 
traumatic disturbance of the pelvic sympathetic plexus, 
for if the spermatic cord were infiltrated with procaine, 
the acceleration of metastasis was not observed. 

Petrova, working on dogs in which the cortical 
function had been exhausted by prolonged and excessive 
stimulation of conditioned reflexes, claims to have pro- 
duced tumours, but this work requires study and collation 
of facts. It suggests, however, that the process of 
tumour formation is not alien from other pathological 
processes. 

In another series of experiments, performed by the 
authors on rats, 9 : 10-dimethyl-1 : 2-benzanthracine was 
injected subcutaneously in the left thigh, and following 
this a non-specific irritant was rubbed once a week into 
various parts of the animals’ skin. Inunction of the 
contralateral thigh always caused an exacerbation of the 
carcinogenous process; homolateral inunction caused 
less pronounced exacerbation or even slowing, while if 
the irritant were applied to the back of the head no 
result was observed. In some cases metastases appeared 
in the treated animals, but never in those which were not 
anointed with the irritant. The morphological character 
of the tumours arising as the result of the injection of the 
carcinogen varied as to their cell differentiation with the 
site of skin irritation. It is felt that the study of various 
extero- and intero-receptors with reference to their 
influence on the development and growth of tumours, 
and of various methods of stimulation at different 
stages, should lead to better understanding of the laws 
governing neoplastic processes. 

L. Firman-Edwards 


1003. Virus-like Bodies in Human Cancer. An Electron- 
microscope Study of the Filterable Components of Normal 
and Neoplastic Tissue 

J. D. Fox. Cancer [Cancer] 57, 168-176, Jan., 1951. 
11 figs., 25 refs. 


Berkefeld (W or N) filtrates were made from 29 tissue 
specimens, of which 15 were malignant, 7 normal, 2 
benign, 3 from chick embryo, and 2 from Rous fowl 
sarcoma. Some 3 to 6 “screens” for electron micro- 
scopy were prepared from each filtrate, and of these 
25 to 75% were stated to be “clear”. [It is not clear, 
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however, whether such screens were empty of all material 
or merely ** transparent’ enough for microscopy. In 
any event, the number of specimens of each tissue 
examined was quite inadequate to support the claim that 
submicroscopic particles varying in size (60 to 230 my) 
and in shape (square, oblong with rounded corners, 
ovoid, or spherical) were found consistently only in the 
specimens obtained from the malignant tumours. Only 
one tumour of known virus origin was examined, and 
here—as, in fact, with all the other tumours—the 
photomicrographs would lend support to any morpho- 
logical interpretation.] 

The author describes these as “ bodies of spherical 
morphology * having an apparent internal structure, 
** giving the appearance [sic] of an ultramicroscopic cell 
having a nucleus surrounded by a less dense cytoplasmic 
envelope and limiting cell membrane *’. 

Such particles are claimed to constitute a unique 
intracellular component of the cancer cell and to have 
certain of the attributes of a virus, although it is admitted 
that further information regarding the ‘* cancerogenic 
potency of these tissue extracts *’ will be required before 
anything can be said of “their pathogenicity or the 
relationship they bear to neoplasia ”’. 

{It is only fair to add that these conclusions are not 
invalidated by the experimental findings, which are both 
tabulated and analysed statistically.] 

R. J. C. Harris 


1004. Experimental Carcinogenesis and its Relation to 
Spontaneous and Occupational Tumors of the Bladder in 
Man 

B.S. ABesHouse. Urologic and Cutaneous Review [Urol. 
cutan. Rev.| 55, 65-78, Feb., 1951. Bibliography. 


This paper is a review of the work up to date on 
experimental carcinogenesis. First, a complete list of 
the known occupational cancers is given in chronological 
order of their discovery. Then, starting from the first 
successful experimental production of a tumour by 
Yamagiwa and Ichikawa in 1915, by the application of 
coal tar to a rabbit’s ear, synthetic carcinogens are 
reviewed. The work of Cook, Kennaway, Fieser, Shear, 
Bradbury, and others on the chemical constitution of the 
dibenzanthracene and methylcholanthrene carcinogens 
is referred to. 

Next, all the known or suspected exogenous carcino- 
gens, both organic and inorganic, are listed. The 
experimental production of papilloma of the bladder in 
experimental animals is reviewed. Hueper ef ai. 
were the first to produce them successfully in dogs by 
giving 300 to 500 mg. of f-naphthylamine daily in 
capsules, orally and subcutaneously. The tumours 
continued to grow after cessation of the drug. Since 
then many workers have succeeded with a large variety 
of different substances, which are listed by the author. 
The mode of action of the carcinogenic agents on cells is 
then discussed fully. The Rous fowl sarcoma, due to a 
filtrable virus, is discussed. 

[This is a very exhaustive review of the whole subject, 
with a full list of references to the original work.]} 

F. B. Cockett 
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1005. The Effect of Various Protein Hydrolysates ang 
Amino Acids on the Uremic Rat 

J. H. LinDBERG and S. FREEMAN. Journal of Laborat, 
and Clinical Medicine [J. Lab. clin. Med.) 37, 207-221, 
Feb., 1951. 4 figs., 42 refs. 


The literature on the relationship of the protein content 
of the diet to the survival of animals and man after renal 
damage is reviewed. In the present investigation, at 
the Northwestern University Medical School, Chicago, 
rats were made anuric by bilateral double ligation 
and severance of the ureters. Groups of rats were 
given one of 4 different protein hydrolysates (3 g, 
per kg. per day) or | of 13 individual amino-acids (in 
equimolar doses) by intraperitoneal injection. Control 
animals were given glucose or 5 or 10% urea by the same 
route or received no injections. Survival times of rats 
receiving 10% plasma hydrolysate, 10°, casein enzyme 
hydrolysate, 10% casein acid hydrolysate, or 10° 
amino-acid solution fell below that of controls by 9-5%, 
11-3°,, 29-9%%, and 32-7% respectively. All these results 
were statistically significant. In the second series, 
dextrose, 10°4 amino-acid solution, and 10% casein acid 
hydrolysate were given in double the above dose. The 
survival time of the dextrose-treated rats was significantly 
less than that of the controls (by 14°), and those of 
rats receiving amino-acid solution and casein acid 
hydrolysate were less than the controls by 56% and 74°, 
respectively. This was not due to increased urea forma- 
tion, as demonstrated by the long survival time of controls 
receiving urea. Blood was obtained by cardiac puncture 
48 hours post-operatively in a third series treated with 
the original doses, and the following trends were noted. 
There was less elevation of the inorganic phosphorus and 
non-protein nitrogen levels in those given dextrose 
as compared with untreated controls. The plasma 
hydrolysate and amino-acid solution groups showed 
the highest serum inorganic phosphorus, lowest calcium, 
and highest amino-acid and non-protein nitrogen levels. 

When amino-acids were tested in a like manner on 
uraemic rats, DL-valine, DL-isoleucine, and L( — )leucine 
had little or no effect on survival time; DL-threonine, 
pL-alanine, glycine, L-phenylalanine, and ptL-phenyl- 
alanine had a moderate effect; L(+ )arginine, DL-trypto- 
phan, L(+)lysine, pL-methionine, L(+)glutamic acid, 
and L(+ )histidine had a marked effect. Glutamic acid 
in the doses used was found to be toxic to normal rats. 
There was no correlation between pH, the amount of 
nitrogen injected, the molecular weight, and the survival 
time. A parallel experiment suggested that nephrec- 
tomized animals behaved in a similar manner. 

J. Maclean Smith 


1006. Hemodynamics of Bilaterally Nephrectomized Dog 
Subjected to Intermittent Peritoneal Lavage 

A. GROLLMAN, L. B. TURNER, M. Levitcu, and D. HILL. 
American Journal of Physiology [Amer. J. Physiol.] 165, 
167-172, April, 1951. 1 fig., 11 refs. 


It has previously been shown (Amer. J. Physiol., 1949, 
157, 21) that bilaterally nephrectomized dogs develop 
high blood pressure and lesions in the walls of blood 
vessels suggestive of “malignant hypertension” if 
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maintained alive sufficiently long. With a salt-free 
diet and periodic use of the “ artificial kidney” the 
survival period of experimental animals could be pro- 
longed to 6 to 19 days. 

In the present paper the authors report two further 
experiments. In the first, intermittent peritoneal lavage 
twice daily was substituted for the artificial-kidney 
technique. This improvement resulted in a prolongation 
of the survival period of bilaterally nephrectomized 
dogs to between 30 and 70 days, and in the production 
of proliferative (instead of merely necrotizing) lesions 
in the vascular wall, fully comparable to those of human 
malignant hypertension. Moreover, this long period of 
survival eliminated the possibility of the effect of opera- 
tive trauma being responsible for the results. 

In the second, 1 normal and 2 unilaterally nephrec- 
tomized dogs were subjected to the routine of a salt-free 
diet and peritoneal lavage together with the 7 experi- 
mental animals. They acted as controls. The following 
measurements were taken at intervals in animals of both 
groups: venous pressure, blood volume, cardiac oytput 
per sq. m. of body surface, and the pulse rate. Apart 
from some rise in the pulse rate, which the authors 
regard as “* probably of little significance’, there were 
no appreciable changes in the haemodynamics of either 
the experimental or the control group of animals. 
The measures taken to prolong the life of nephrectomized 
dogs could not, therefore, have been in themselves re- 
sponsible for the results observed. 

The authors conclude by reiterating their conviction 
that all theories which regard the presence of renal 
tissue indispensable for the production of hypertension 
are invalid. A. Swan 


1007. The Role of the Sodium lon in Experimental 
Pyruvate Poisoning. (Sur le rdle de lion Na dans les 
manifestations du pyruvisme expérimental) 

N. DoBROVOLSKAiA-ZAVADSKAIA and G. RINDI. Aznales 
de Médecine [Ann. Méd.| 51, 701-711, 1950. 6 figs., 
9 refs. 


The authors describe a syndrome produced in rats 
and mice by subcutaneous injection of sodium pyruvate. 
The chief symptoms were lassitude, photophobia, 
ataxia, asthenia, and slowing of the respiratory rate, 
with air hunger and convulsions. A synergistic effect 
of sodium chloride and sodium pyruvate was found to 
occur with mice, and attempts were made to determine 
the effects of such factors as the pH, isotonicity, and the 
presence or absence of sodium in the injection. It was 
found that pyruvic acid was not more toxic than sodium 
pyruvate, and the presence of the sodium ion appeared 
necessary for the development of the more serious 
symptoms such as convulsions. Sodium lactate and 
sodium chloride injections respectively produced no effect 
and it was concluded that the Na ion per se was inactive. 
The possible role of alkalosis was investigated by giving 
sodium bicarbonate; although a similar condition was 
produced, the authors did not regard it as identical, 
because an alkalosis was not found in pyruvate-treated 
animals and while respiration was slowed by pyruvate, 
it was accelerated by bicarbonate. The synergistic 


effect of sodium chloride was confirmed, but the authors 
did not arrive at any definite conclusions about the 
activity of the sodium ion in their experimental pyruvate 
syndrome. M. J. H. Smith 


1008. The Pathogenesis of Experimental Gastric Ulcer. 
(Observations sur la pathogénése de l'ulcére gastrique 
expérimental) 

R. Marconi and G. Costa. Archives Internationales de 
Pharmacodynamie et de Thérapie {Arch. int. Pharmacodyn.} 
85, 112-120, Jan., 1951. 6 figs., 27 refs. 


In guinea-pigs anaesthetized with ether the lumen of 
the stomach was separated into 2 pouches by an external 
clamp. The natural secretion collected in the proximal 
pouch, while the lower part was irrigated artificially with 
solutions of hydrochloric acid with or without pepsin. 
In control animals there were only minor erosions in 
the upper pouch and no ulceration in the lower pouch 
after 4 hours’ irrigation with pepsin in 3-5°% hydrochloric 
acid. In animals which had received injections of prome- 
thazine and histamine, ulcers appeared, as expected, 
in the upper pouch. In the lower pouch irrigation with 
3-5°% hydrochloric acid alone caused hyperaemia but no 
ulceration. When the irrigating fluid contained pepsin 
in 1-1°4 hydrochloric acid, severe ulceration occurred. 
In the aetiology of ulcer due to histamine its effects on 
secretion and on the vessels are both concerned. The 
vascular action is considered to be the more important. 

Derek R. Wood 
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1009. Gas Gangrene of the Brain. (K Bompocy oT 
ra30BOH raHrpeHe ronOBHOro MOSra) 

A.V. Kosuiakov. ApxuB Ilatronorun [Arkh. Patol.) 13, 
77-79, 1951. 7 refs. 


The study of material obtained from 63 cases of acute 
anaerobic infection or gas gangrene of the brain led to 
the identification of four successive zones in accordance 
with the character of histological change. The first 
zone corresponds to the focus of infection and is foamy 
and blood-stained. It shows on microscopy a finely 
granular necrosis and contains numerous microbes. 
The second zone is situated at the border between the 
dead and the living tissue. The cells in this area show 
fragmentation, fine basophilic granulation, and ghost 
forms. Bacteria also are present and there are numerous 
spaces filled with gas. A characteristic feature is the 
absence of cellular proliferation in this zone. The third 
zone is marked by widespread involvement and destruc- 
tion of the blood vessels. The latter are infiltrated with 
lymphocytes and histiocytes, and there is fibrinous 
exudation -with formation of thrombi. Numerous 
haemorrhages are likewise present in this area. The 
fourth zone corresponds to the area of transition between 
the pathological and the sound tissue. More or less 
moderate dystrophic cell changes are present in this zone, 
together with small focal collections of histiocytes and 
glial cells. L. Crome 
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1010. Tissue Mast Cells in the Thoracic Duct. (Uber 
das Vorkommen von Gewebsmastzellen im Ductus 
thoracicus) 

W. KiutH. Zentralblatt fiir allgemeine Pathologie und 
pathologische Anatomie [Zbl. allg. Path. path. Anat.] 87, 
139-141, March, 1951. 14 refs. 


The contents of the thoracic duct, which was dissected 
free for a length of 10 cm. and ligated, was aspirated, 
prepared like a blood film, and stained by Pappenheim’s 
method: 500 cells were counted. Owing to post- 
mortem changes only 29 preparations in a series of 
50 necropsies were of any value. Among 17,000 cells 
counted and many more observed, only 7 definite tissue 
mast cells were seen, 3 of them in a case of septicaemia, 
3 in a case of Hodgkin’s disease, and | in a case of 
mammary carcinoma. Another 8 cells were probably 
tissue mast cells. The basophil cells in the blood are 
not the same as tissue mast cells. In 2 cases in which 
tissue mast cells were present in the thoracic duct, they 
were also increased in the abdominal lymph nodes. 
Perhaps they are mostly trapped in the lungs and this 
might explain their absence from the peripheral blood. 

E. Neumark 


1011. Problems concerned with the Histological Diag- 
nosis of Tuberculosis of Lymph Nodes 

J. R. McDonatp and L. A. Weep. American Journal 
of Clinical Pathology [Amer. J. clin. Path.) 21, 273-233, 
March, 1951. 8 figs., 3 refs. 


The authors report selected cases from the Mayo 
Clinic to illustrate errors in the positive and nega- 
tive histological diagnosis of lymph-node tuberculosis. 
They advise that if the diagnosis is in doubt, material 
should be taken for culture for Mycobacterium tuher- 
culosis at the same time that the material is taken for 
_ histological examination. In the first group, of false- 
negative cases, they point out that even material 
from the walls of tuberculous abscesses may show no 
evidence of the characteristic histological appearances. 
Of 3 cases in the second group, in which the biopsy 
material suggested a diagnosis of tuberculosis, one was 
eventually shown to be due to infection with Brucella 
suis and one to Coccidioides immitis: in the third 
case a diagnosis of beryllium granuloma was _ subse- 
quently made. A. G. Riddell 


1012. The Mural Coronary 
E. GEIRINGER. American Heart Journal [Amer. Heart J.} 
41, 359-368, March, 1951. 4 figs., 22 refs. . 


The primary and secondary branches of the coronary 
arteries, which usually run over the surface of the heart, 
occasionally dip into the substance of the muscle for 
varying distances. The author studied the incidence of 
this phenomenon in the anterior descending branch of 
the left coronary artery and found that it occurred in 
23 of 100 hearts studied. The intramural portions of the 
artery had a narrower intima, and extremes of medial 
hypertrophy and atrophy were less frequent than in the 
epicardial portions; atheroma rarely occurred. It is 
suggested that the myocardium surrounding the arteries 
exerts a protective action. A. Venner 


1013. Changes in the Endocardium of Pigs Simulating 
the Rheumatic Stigmata of Man 

O. SAPHIR and M. LOWENTHAL. American Journal of 
Pathology [Amer. J. Path.] 27, 211-229, March-April, 
1951. 21 figs., 12 refs. 


1014. Allergic Granulomatosis, Allergic Angiitis, and 
Periarteritis Nodosa 

J. CHuRG and L. Strauss. American Journal of Patho- 
logy [Amer. J. Path.] 27, 277-301, March-April, 1951, 
17 figs., 25 refs. 


A series of 13 cases of severe asthma is reported in 
which necropsy revealed the changes of periarteritis 
nodosa, as well as granulomatous extravascular lesions, 
The ages ranged from 9 to 63 years, and the duration of 
the terminal illness varied from 3 months to 5 years, 
Features of the disease were pyrexia, leucocytosis with 
marked eosinophilia, Loeffler’s pneumonia, and some- 
times nypertension. The majority had skin changes; 
some had deep cutaneous or subcutaneous nodules, 
Post-mortem examination showed extensive changes of 
periarteritis nodosa involving many organs. The most 
characteristic extravascular lesion was a granulomatous 
nodule which contained many eosinophils in the acute 
phase and showed severely altered collagen fibres. In 
some cases there was diffuse or focal interstitial nephritis. 
It is suggested that the finding of granulomatous lesions 
both in vessel walls and in connective tissue throughout 
the body constitutes an entity distinct from classical 
periarteritis nodosa. Brian E. Heard 


1015. Basic Forms of Generalized Amyloidosis. (Uber 
die Terbriiggenschen Grundformen der allgemeinen 
Amyloidose) 

K. Brass. Zentralblatt fiir allgemeine Pathologie und 
pathologische Anatomie [Zbl. allg. Path. path. Anat.) 81, 
184-188, March, 1951. 6 refs. 


Material collected at the Institute of Pathology of 
Frankfurt University was used to test a thesis put forward 
by Terbriiggen (Virchows Arch., 1948, 315, 250) that if 
amyloidosis has resulted in the sago type of spleen, 
amyloid is chiefly deposited in the follicular reticulum 
and in the walls of penicillar arteries in the spleen, in 
intra-acinar pericapillary areas in the liver, in some 
glomerular tufts, and around the smaller renal vessels: 
when the bacon-rind type of spleen is found, amyloid 
occurs mainly around arteries and arterioles in liver, 
spleen, kidneys, and other organs. Terbriiggen’s obser- 
vations in 41 cases of amyloidosis were confirmed by the 
present author in a series of 60 necropsies in which sago 
spleen was found, and in 42 cases where the spleen was 
of the bacon-rind type. In tuberculosis, sago spleens 
are commoner (65°) than bacon-rind spleens. Sago 
spleens are also more frequently found when the under- 
lying disease has persisted less than 5 years. Bacon-rind 
spleens apparently develop much later, and particularly 
in bronchiectasis, latent syphilis, and chronic non- 
suppurative arthritis. There are, therefore, two types 


of amyloidosis: (1) pericapillary and (2) periarterial, 
though mixed forms are also occasionally seen. 
E. Neumark 
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1016. Carcinoma of the Pancreas. Effect of Histo- 
jogical Type and Grade of Malignancy on its Behavior 

J. R. A. H. BAGGENsTOoss, and M. W. CoMrorT. 
Cancer [Cancer] 4, 233-241, March, 1951. 8 figs., 
18 refs. 


A series of 202 necropsy cases of primary carcinoma 
of pancreas (other than islet tumours) is reviewed and 
graded: 144 tumours occurred in males;, 165 were of 
duct, 27 of acinar, and 10 of indeterminate origin; 
144 occurred in the head of the gland. The histologically 
more malignant types were associated with a higher 
incidence of metastases, venous thrombosis, and suppura- 
tion. Tumours of the body and tail were associated 
with a higher incidence of metastasis and venous 
thrombosis. Tumours of acinar origin were associated 
with fat necrosis and suppuration. The duration of 
survival was not studied. C. V. Harrison 


1017. Glycogen Infiltration (so-called Hydropic De- 
generation) in the Pancreas in Human and Experimental 
Diabetes Mellitus 
W. E. TORESON. 
J. Path.| 
29 refs. 


In diabetes mellitus of various types the cells of the 
islets of the pancreas contain glycogen. The vascular 
appearance (so-called hydropic degeneration) is an 
artefact due to lysis of the glycogen. The presence of 
glycogen in these cells may provide morphological 
evidence of diabetes mellitus. D. M. Pryce 


American Journal of Pathology [Amer. 
27, 327-347, March-April, 1951. 21 figs., 


1018. Glandular Adipose Tissue associated with Cyto- 
toxic Suprarenal Contraction and Diabetes Mellitus 

G. L. Laquetur and M. B. HARRISON. American 
Journal of Pathology [Amer. J. Path.] 27, 231-245, 
March-April, 1951. 4 figs., 31 refs. 


An 18-year-old boy was known to have had diabetes 
mellitus since the age of 12. At the age of 16 his insulin 
requirements progressively decreased and insulin re- 
actions occurred. Severe reactions did not respond to 
intravenous glucose therapy in the usual rapid fashion. 
He died 2 years after the insulin requirements had begun 
to decline. At necropsy extensive bilateral adrenal 
destruction of the type commonly seen in cytotoxic 
contraction of the adrenal cortex was found. Tiny 
nodules of regenerated adrenal cortical cells were present. 
The fatty tissue in the periadrenal region and along the 
spermatic vessels showed transformation of the adult 
adipose cells to glandular fat. The islets of glandular 
fat were supplied by a vascular system such as seen in 
organs with endocrine function. 

The hypothesis has been advanced that the transfor- 
mation of adipose cells to glandular fat was the result of 
an interaction between pituitary adrenocorticotrophic 
hormone, available in the body fluids after bilateral 
adrenal destruction, and the fatty tissue of the adreno- 
genital area. The possibility that the glandular fat was 
functioning to a limited degree would explain the fact 
that the adrenal insufficiency was less severe than that 
usually observed, and that many of the cardinal features 
were lacking.—[Authors’ summary.]} 


1019. Correlation Between Cytoplasmic Basophilia and 
the Nucleic Acid Content of the Liver 


E. FArBer, D. KOocH-WEsER, P. B. SZANTO, and H. 
Popper. Archives of Pathology {Arch. Path., Chicago] 
51, 399-408, April, 1951. 3 figs., 28 refs. 


Female albino rats were poisoned with carbon tetra- 
chloride (0-03 ml. per 100 g. body weight) or with «- 
amino-y-ethylmercaptobutyric acid (0-75 mg. per g. 
body weight). The former produced centrilobular 
liver-cell necrosis and midzonal fatty change. The latter 
produced diffuse fatty change. Histological sections of 
liver were examined for basophilia as an index of the 
content of ribose nucleic and desoxyribose nucleic acids 
by their staining reactions with methyl green pyronin, 
toluidine blue 0, and gallocyanin-chromalum. The 
content of nucleic acids in the liver was also estimated 
chemically by various methods. It was found that the 
basophilia decreased in necrotic liver cells and in fatty 
liver cells as compared with controls. The tissue 
concentration of nucleic acids fell, but the total quantity 
did not, because the liver increased in size. The authors 
do not consider that the increase in liver size accounts 
for the whole of the discrepancy and they conclude that 
microscopical study does not necessarily indicate the 
ribose nucleic acid content of liver cells under pathological 
conditions. C. V. Harrison 


1020. Basophilic Cytoplasmic Material (Pentose Nucleic 
Acid). Distribution in Normal and Abnormal Human 
Liver 

P. B. SZANTo and H. Popper. Archives of Pathology 
[Arch. Path., Chicago] 51, 409-422, April, 1951. 3 figs., 
27 refs. 


The authors studied liver biopsy material (needle and 
surgical) from 151 patients and 312 specimens obtained 
at necropsy. These were examined for cytoplasmic 
basophilia by staining with and without treatment by 
0-1% ribose nuclease at 60°C. for 3 hours. There 
was depletion of basophilia in damaged cells and an 
increase in physiologically active cells. In virus hepatitis 
liver cells depleted of basophilic material were scattered 
through the lobule, but Kupffer cells were rich in it. 
In severe hepatitis basophilic depletion was much greater. 
In toxic hepatitis basophilic depletion was uniform 
and centrilobular. In obstructive jaundice basophilic 
depletion was minimal. In cirrhosis the amount of 
basophilia varied according as cells were damaged or 
regenerating. These alterations in the distribution of 
basophilia are regarded as of value in_ histological 
diagnosis. C. V. Harrison 


1021. Asymptomatic Focal Arteritis of the Appendix. 
Eighty-eight Cases 

A. PLaut. American Journal of Pathology {Amer. J. 
Path.) 27, 247-263, March-April, 1951. 10 figs., 
25 refs. : 


The author carefully examined 6,576 appendices 
removed at operation. He found foci of necrotizing 
arteritis in 88 of these (1°34%). In 2,282 patients the 
microscopical diagnosis of acute appendicitis was made; 
in only 9 of these appendices was focal arteritis found. 


— 
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The lesions were present in all parts of the organ, but 
especially in the tip. Morphologically, they resembled 
the lesions of periarteritis nodosa. They were, however, 
confined to the appendix. Females were affected more 
often than males. No age was exempt, but the highest 
incidence was between 15 and 20. There was no 
relationship to infection, drugs, or involution of the 
appendix. Dietary factors, such as vitamin-E deficiency, 
are suggested as possible aetiological agents. The 
condition is tentatively placed in Karsner’s group of 
“primary arteritis’’. Similar lesions were found in 
4 out of 107 unselected necropsies. 

A. Wynn Williams 


1022. Epithelial Metaplasia in ‘* Prostatic Infarction ” 
F. K. Mostori and W. H. Morse. Archives of Pathology 
[Arch. Path.] 51, 340-345, March, 1951. 5 figs., 5 refs. 


Epithelial metaplasia was observed in 47 out of 50 
cases of prostatic infarction studied at the U.S. 
Armed Forces Institute of Pathology; it was absent in 
3 septic cases. In 8 a coexisting adenocarcinoma was 
present, and 10 had been erroneously diagnosed as cases 
of carcinoma. : 

The lesion was situated centrally in a hyperplasic 
nodule, was spherical, and often haemorrhagic. In the 
early phase there was an area of ischaemic necrosis with 
the marginal acini fragmented and distorted. As 
healing started, hyperplasia and metaplasia of these 
acini occurred and the necrotic area was replaced by 
fibrous tissue containing acinar nests of epithelial cells. 
Three types of metaplasic epithelium were present in 
the lesion, but none of the cells displayed anaplasia, 
hyperchromatism, increased or abnormal mitotic activity, 
or invasion of the surrounding stroma. A. Ackroyd 


1023. The Testis. I. Absence of Germ Cells: 
Sclerosing Tubular Degeneration; Male Climacteric 
R. C. SNiIFFEN, R. P. Howarp, and F. A. Simmons. 
Archives of Pathology {Arch. Path.) 51, 293-311, March, 
1951. 8 figs., 25 refs. 


Testicular abnormalities in 55 men with oligospermia 
or azoospermia and hormonal imbalance manifested by 
increased excretion of urinary gonadotrophins and, in 
some, low output of urinary 17-ketosteroids and signs 
of eunuchoidism are described. They could be divided 
into three categories on the basis of the histological 
abnormalities observed in the testis. In the first group 
of 19 normally developed patients, spermatogenic 
activity had usually failed completely, but the Sertoli and 
Leydig cells were intact so that endocrine derangement 
was minimal. The basement membrane was normal, 
though the tunica propria usually showed slight thick- 
ening. The sensitive germ cells appeared to have been 
destroyed by some agent operating in the past, but the 
condition was not the result of maldevelopment of the 
testis. 

The second group of 30 patients showed progressive 
sclerosis of the seminiferous tubules with hyperplasia of 
the Leydig’ cells, many of which were morphologically 
abnormal. The Sertoli-cell atrophy was always accom- 
panied by thickening of the tunica, and the authors 


considered that the tubular sclerosis was the result of 
deposition of collagen fibrils between the inner lamellae 
of the tunica and not to thickening of the basement 
membrane. The outer layer of the tunica remained 
unchanged. These changes were accompanied by in- 
creased excretion of urinary gonadotrophins. Output 
of 17-ketosteroids was variable and seemed to show some 
correlation with the degree of eunuchoidism and gynaeco- 
mastia present. 

The authors suggest that the disease probably begins at 
puberty and that the primary abnormality lies in the 
Sertoli or Leydig cells, resulting in disturbances jn 
pituitary function. In the third group of 6 patients, 
the testis was morphologically normal, but urinary 
gonadotrophin content was high. The findings were 
consistent with the so-called ** male climacteric ”’. 

A. Ackroyd 


CLINICAL PATHOLOGY 
1024. Pentolysis and its Application to the Diagnosis 


of Cancer. (La pentolyse, son application au diagnostic 
du cancer) 
G. MENKéES. Helvetica Medica Acta [Helv. med. Acta.] 


18, 125-141, April, 1951. 2 figs., bibliography. 


The author claims that the incubation for 2 hours at 
37° C. of 0-5 mg. p(-)-ribose with 0-3 ml. of serum is 
followed by a measurable pentolysis if the serum is 
obtained from a patient with cancer. Addition of normal 
serum suppresses this effect. In normal individuals and 
most patients suffering from other diseases (including 
leukaemia and lymphogranuloma) there is no pentolysis 
in the serum, but normal erythrocytes and haemolysates 
break down pentoses. Pentolysis found in serum from 
patients with infective diseases is thought to be due to. 
bacteria or bacterial products. Pentolysis in serum from 
patients with cancer is different from that in normal 
serum in that the breakdown products are lactic acid and 
glycolic aldehyde. Treatment with sex hormones 
suppresses pentolysis. Variation of serum and ribose 
quantities in the test results in pentolysis in normal 
serum. 

The author summarizes previous published reports 
and, so far as experimental findings are concerned, refers 
the reader mostly to published work. Details are given 
of the pentose estimation by furfurol distillation. 

[The English summary contains misleading misprints. 
Those wanting to repeat this work might find useful a 
recently published simplified pentose determination by 
Tracey (Biochem. J., 1950, 47, 433).] H. Lehmann 


1025. Blood Volume Determination: Comparison of 
T-1824 and P32 Labeled Red Cell Methods 

L. R. WASSERMAN, TSE-FeEI YOu, and I. A. RASHKOFF. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.] 37, 342-352, March, 1951. 2 figs., 19 refs. 


The authors attempt to explain why values for human 
blood volume differ when measured by the 32P-labelled 
erythrocyte technique and by plasma dilutions of Evans 
blue (T-1824): 30 estimations were made simultaneously 


P 
8 
a 
T 


by t 
by | 
mea 
two 
wou 
beit 
The 
whi 
disa 
incl 
obt 
hov 
two 
it i 
bet 
[ 
res¢ 
ma 
are 
sun 
pla 
pol 
of 
err 
wel 
sta 
sug 
jus 
in 
of 
10: 
Ac 
(Sj 
an 
E. 
46 
te: 
TI 
be 
1 
di 
R 
W 
by 
A 
J 
N 


CLINICAL PATHOLOGY 261 


by both methods. The ratio of the blood volumes found 
by the two methods ranged from 0-96 to 1-19, with a 
mean value of 1:06+0-01. Had the results of the 
two methods been identical, the mean of the ratios 
would have been 1:0. The probability of the difference 
being due to chance is stated to be | in 10,000 (r test). 
The authors examined a variety of technical aspects 
which might explain this discrepancy, such as the rapid 
disappearance of T-1824 from the blood stream and the 
inclusion of trapped plasma in the haematocrit values 
obtained by centrifuging. The conclusion is reached, 
however, that the discrepancy in results obtained by the 
two methods is not merely due to technicalities, but that 
it is caused at least partially by a genuine difference 
between the cell volumes of venous and total body blood. 

{It is difficult to accept the authors’ conclusions un- 
reservedly. The pipettes delivering the radioactive 
material had an error of 1:2%. Arbitrary corrections 
are used: 8-5°% of the centrifuged haematocrit is pre- 
sumed to be plasma, and dye disappearance from 
plasma is plotted on semi-logarithmic paper and extra- 
polated back to zero time. A variation or combination 
of changes in these assumptions together with chance 
errors in carrying out the complicated methods might 
well reduce the ratio of 1-06 to a level which is no longer 
statistically significant. In addition, it has been 
suggested to the abstracter that it would be difficult to 
justify the use of the ¢ test on material such as was selected 
in this investigation, particularly as there is no evidence 
of the normality of the distribution of the ratios.] 

H. Lehmann 


1026. Observations on the Effect of para-Aminosalicylic 
Acid on the Erythrocyte Sedimentation Rate in vitro. 
(Spostrzezenia nad dzialaniem in vitro kwasu para- 
aminosalicylowego na szybkosé opadania krwinek) 

E. Komar and A. NAuMAN. GrudZlica [GruZlica] 18, 
461-468, Dec., 1950. 8 refs. 


The addition of p-aminosalicylic acid to blood under 
test slows down the erythrocyte sedimentation rate. 
The authors suggest that there exists a direct relationship 
between this phenomenon and the clinical improvement. 

J. W. Czekalowski 


1027. Determination of Haemoglobulin. VII. Standar- 
dized Optical Data for Absolute Estimations 

R. DoNALpson, R. B. Sisson, E. J. Kina, [. D. P. 
Wootton, and R. G. MACFARLANE. Lancet [Lancer] 1, 


874-881, April 21, 1951. 4 figs., 8 refs. 


1028. The Precipitation of Cerebrospinal Fluid Globulin 
by Zine Sulfate 

A. M. Donovan, J. M. FoLey, and W. C. MOLONEY. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.} 37, 374-381, March, 1951. 1 fig., 7 refs. 


Cerebrospinal fluid was treated with zinc sulphate at 
pH 6-9. This leads to precipitation of the gamma- 
globulin fraction. The results were read after 4 hours 
and expressed as a precipitation reaction on a0 to 4 scale. 
The zinc test showed very high correlation with the 
colloidal gold reaction, and therefore a high degree of 


specificity for neurosyphilis and disseminated sclerosis. 
The reagent was added to cerebrospinal fluid in equal 
quantity and was prepared by dissolving 1-44 g. zinc 
sulphate, 3-62 g. barbitone, and 1-20 g. sodium barbitone 
in 1 litre of distilled water. H. Lehmann 


1029. A Method of Estimating Neutral 17-Ketosteroids 
and Oéestrogens in the Urine of Patients with Endocrine 
Diseases. (K MeTOqHKe onpemeneHHaA 
17-KeTOCTepOHOB SCTpOreHOB B MOYE y GONbHBIX 
3HHOKPHHHbIMH ) 

O. M. UvarovskasA. Meguuuua [K/in. 
Med., Mosk.} 29, No. 3, 57-63, March, 1951. 


(The colorimetric method described is much the same 
as that employed in Great Britain, differing from it only 
in points of detail. Some of these, however, such as the 
method of extracting oestrogens, would seem to reduce 
its accuracy.] L. Firman-Edwards 


1030. Evaluation of Benzoyl Glucuronate Excretion 
Test (Snapper) for Liver Dysfunction 

J. G. SHARNOFF, M. BUDNICK, and G. JAKAB. American 
Journal of Clinical Pathology (Amer. J. clin. Path.) 21, 
234-240, March, 1951. 18 refs. 


An evaluation was made of the benzoyl glucuronate 
excretion test (Snapper) for liver dysfunction in 31 
patients with liver disease. In 24 patients diagnosis was 
established by biopsy or necropsy. Seven patients were 
used as controls. The Snapper test was found to have 
low sensitivity as a test of liver dysfunction, especially in 
cirrhosis, but gave uniformly satisfactory results in viral 
hepatitis. There seems little likelihood that the Snapper 
test will prove of value in distinguishing obstructive 
from non-obstructive jaundice. Employment of a 
series of liver tests in routine use, including icterus index 
or serum bilirubin, serum alkaline phosphatase, total 
protein and albumin-globulin fractionation, and the 
cephalin-cholesterol flocculation tests gave more con- 
sistent diagnostic aid, especially in cirrhosis, viral 
hepatitis and obstructive jaundice.—[Authors’ summary. ] 


1031. Cytology in the Diagnosis of Gastric Cancer 

J. F. SeyBo.it, G. N. PAPANICOLAOU, and W. A. Cooper. 
Cancer [Cancer] 4, 286-295, March, 1951. 5 figs., 
25 refs. 


The results of 974 cytological examinations of gastric, 
oesophageal, and duodenal aspirations were checked 
against the final (correct) diagnosis. In carcinoma 
of stomach 32-8% were reported positive and 18-4°% 
as suspicious. In non-malignant cases 2-5% were re- 
ported positive and 10-:2% as suspicious. The operability 
of the tumour did not affect the result, but the type of 
tumour did, scirrhous types being rarely recognizable. 
To obtain good results the gastric specimens must be 
taken with great care and examined at once. The 
technical details of obtaining good specimens of gastric 
washings are given. The authors believe that at present, 
and with the best technique, about 60° of gastric carci- 
nomata can be recognized by this method. 

C. V. Harrison 
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Microbiology 


1032. Pathogenesis of Coxsackie Virus Infection. 


- Multiplication of Virus and Evolution of the Muscle 


Lesion in Mice 
J. L. MeLnick and G. C. GopMAN. Journal of Experi- 
mental Medicine [J. exp. Med.] 93, 247-265, March, 1951. 
9 figs., 19 refs. 


The authors, after infecting 4- to 5-day-old mice with 
the Connecticut-5 strain of Coxsackie virus, followed its 
distribution in the tissues at intervals during the 
incubation period and thereafter by serial titration 
The virus was injected intra-abdominally; on the day 
following no virus could be demonstrated in any 
tissue. On the second day, however, it was detectable 
in the blood, heart, liver, intestinal wall, and muscle, 
but not in the brain. On the third day it could also 
be demonstrated in the brain. 

Thereafter there was a tendency for the titre in the 
blood to fall after the Sth day, but it remained constant 
longer in other tissues, starting to fall only on the 8th day. 
In paralysed animals the highest titres were recorded in 
the muscles and brain, and the virus had generally 
disappeared from all the tissues with the exception of 
the brain by the 8th day following the onset of 
paralysis. 

Studies were also made of the pathological changes in 
the disease and there was, on the whole, correlation 
between the virus content of muscles and the morbid 
anatomical picture. Acute muscle necrosis, for instance, 
first appeared on the 4th day when the concentration 
of virus was at its highest, the maximum intensity of 
the lesions being reached by the 8th day, although 
scattered lesions might continue to appear so long as the 
virus titre remained above 10-4. Regeneration began 
early, and finally led to restitution of the muscle. 

R. Hare 


1033. The Cockroach as an Experimental Vector of 
Coxsackie Virus 

R. G. Fiscuer and J. T. SyVERTON. American Journal 
of Tropical Medicine [Amer. J. trop. Med.] 31, 238-242, 
March, 1951. 17 refs. 


BACTERIA 


1034. Culture of Tubercle Bacilli. Comparison between 
Cultures of Laryngeal Swabs with Cultures of Gastric 
Washings. (Dyrking av tuberkelbasiller. Sammenlik- 
ning mellom dyrking fra larynxavstryk og fra ventrik- 
kelskyllevann). 

A. Gitse. Nordisk Medicin (Nord. Med.] 45, 129-130, 
Jan. 24, 1951. 


For his comparison of cultures of tubercle bacilli the 
author took laryngeal swabs (20 to 30 at a time) and 
gastric washings from the same patient. The swabs 
were examined in the laboratory of the sanatorium and 


the washings were sent, after neutralization, to Oslo; 
5:5% of 618 gastric washings and 14-8% of 863 laryn- 
geal swabs from the same patients were found to be 
positive. Of 53 patients who were either sputum- 
negative (40) or had no sputum (13), positive cultures 
were obtained from gastric washings alone in 2, from 
laryngeal swabs alone in 35, and from both washings and 
swabs in 16. Thus the laryngeal swabs were positive in 
51 and the gastric washings in 14; if the gastric washings 
alone had been tested, there would have been 39 false 
negative results, and if the laryngeal swabs had been 
used alone, only 2 false negatives among the 53 known 
positives. Margaret Agerholm 


1035. Failure in the Demonstration of Tubercle Bacilli 
in Gastric Washings. (Svikt i pavisingen av tuberkel- 
basiller i ventrikkelskyllevann) 

K. RamsBot. Nordisk Medicin (Nord. Med.] 45, 130- 
133, Jan. 24, 1951. 8 refs. . 


Samples of gastric washings were each divided into 
two parts; one part was cultured at once and the other 
after storage for 72 hours at room temperature in the 
dark. Of 90 samples which were positive on immediate 
culture, only 34 were positive after storage: culture 
failed to demonstrate tubercle bacilli in 64°, of positive 
samples when these had been stored for 3 days. The 
failure was greatest in samples with a high acid content, 
but neutralization with decinormal sodium hydroxide of 
128 further samples immediately after aspiration gave 
only negligible improvement. 

In Norway, where the population is scattered and 
transport is slow, these findings are of particular impor- 
tance, and the author concludes that unless gastric- 
lavage specimens can be replaced by the more readily 
examined laryngeal swabs, special tuberculosis labora- 
tories will have to be made available locally. 

Margaret Agerholm 


1036. Streptomycin Resistance of Tubercle Bacilli 
Isolated from the Cerebrospinal Fluid. (Opornosé 
wobec streptomycyny pratkow gruzlicy wyhodowanych 
z plynow mozgowordzeniowycn) 

J. Kwapixski. Gruzlica [Gruzlica] 18, 437-447, Dec., 
1950. 9 refs. 


Tubercle bacilli were isolated from the cerebrospinal 
fluid either before streptomycin treatment was begun 
(9 strains) or during the treatment (3 strains). The 
resistance of these to streptomycin was estimated both 
in Proskauer and Beck’s medium and in beef broth 
containing no glycerol, to which streptomycin in 
appropriate concentrations was added. Of the strains 
isolated before treatment was started, 7 were found to 
be sensitive to less than | yg. per ml. of streptomycin 
and only 2 showed resistance to 10 to 13 yg. of the 
antibiotic per ml. Strains isolated during the treat- 
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ment were all found to be resistant to 30 to 300 pg. 
of streptomycin per ml. The streptomycin resistance 
in Proskauer-Beck medium was 10 to 50 times higher 
than that in beef broth. 

The author found that the tubercle bacilli acquired 
a high streptomycin resistance in the course of treatment 
with a constant dose of the antibiotic spread over some 
weeks. He therefore recommends that when during 
treatment an increase in resistance is observed, a high 
dosage of streptomycin should be given within a short 
time. Studies in vitro of the streptomycin resistance 
of tubercle bacilli might be of value in assessing the 
appropriate dose of streptomycin. : 

J. W. Czekalowski 


1037. Effect on the Tubercle Bacillus of Intermittent 
Contact with Streptomycin. (Le bacille de Koch en 
contact intermittent avec la streptomycine) 

f. BERNARD and B. Kreis. Presse Médicale [Pr. méd.] 
59, 385-386, March 28, 1951. 8 figs., 2 refs. 


The authors point out that the results of tests in vitro 
for the sensitivity of micro-organisms to antibiotics 
are expressed as the minimum concentration of the 
antibiotic which will inhibit bacterial growth when the 
micro-organism is in constant contact with that constant 
concentration of the antibiotic. This is not clinically 
applicable because in clinical practice. the antibiotic 
is administered intermittently, thus subjecting the 
organisms to a varying concentration of the antibiotic. 
This is most marked in the case of streptomycin, which is 
currently prescribed in France in daily doses of 1 g. 
This does not ensure the continued presence of the anti- 
biotic at an effective concentration for 24 hours. 

The authors describe a technique, based on slide 
culture, which permits the study of the intermittent 
action of dihydrostreptomycin on tubercle bacilli. They 
show that contact with dihydrostreptomycin inhibits 
the reproduction of the bacilli for a longer time than that 
of the period of contact; this time increases with the 
strength of the streptomycin solution. With thera- 
peutic concentrations of dihydrostreptomycin and with 
tubercle bacilli of normal sensitivity, inhibition was 
obtained in the Youmans medium with a single contact 
of 8 hours’ duration every other day, and in some 
experiments every third day. A. G. S. Heathcote 


1038. Tubercle Bacilli in Bone Marrow 

I. Horowitz and D. F. Gorevick. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 63, 346-354, March, 
1951. 13 refs. 


Tubercle bacilli were demonstrated in the bone 
marrow of 14 out of 20 patients by direct examination of 
aspirated material. In 5 of the 14, tubercle bacilli were 
cultured from the material. Of the 20 patients, all 
except 2 had a positive sputum. Kenneth Marsh 


1039. An Evaluation of Media for Diagnostic Cultures 
of Tubercle Bacilli 

I. MeLvin, G. C. KLEIN, W. Jones, and M. M. CUMMINGS. 
American Review of Tuberculosis [Amer. Rey. Tuberc.] 63, 
459-469, April, 1951. 9 refs. 


1040. Staphylococcal Phosphatase, Glucuronidase and 


_Sulphatase 


M. BARBER, B. W. L. BROOKSBANK, and S. W. A. KuPER. 
Journal of Pathology and Bacteriology [J. Path. Bact.] 63, 
57-64, Jan., 1951. 13 refs. 


In the course of studies of bacterial decomposition of 
pregnanediol glucuronide in urine an investigation has 
been made of the phosphatase, glucuronidase, and 
sulphatase activities of various strains of staphylococci. 
The appropriate salts of phenolphthalein were prepared 
for use as substrates: they were added to culture media 
in a concentration of 0-01 M and the tubes were inocu- 
lated with the organism under test and incubated at 
37° C. for up to 14 days. Samples were withdrawn at 
intervals and made alkaline with 0-1 N sodium hydroxidz 
solution; the appearance of a pink colour due to free 
phenolphthalein showed that the organism possessed 
the appropriate enzyme. It was subsequently found that 
the intensity of the reaction could be increased in some 
cases by increasing the concentration of substrate. 

Tests were made on 160 coagulase-positive strains of 
staphylococci isolated from cases of infection or nasal 
carriers. Phosphatase activity was detected in 24 hours 
or less in all, and glucuronidase activity in 6 strains 
(3-7°%); weak sulphatase activity was present in 2 strains. 
Similar tests were carried out on 75 coagulase-negative 
strains, most of which had been isolated from nasal 
swabs. Only one strain showed phosphatase activity 
within 24 hours: 54 strains showed activity after in- 
cubation for 2 to 7 days, and 20 were negative. Glucur- 
onidase activity was found in 12 strains (16°%), but 
sulphatase activity was absent from all the strains. 

D. J. Bauer 


1041. Identification of Staphylococcus pyogenes by the 
Phosphatase Reaction 

M. BARBER and S. W. A. Kuper. Journal of Pathology 
and Bacteriology [J. Path. Bact.| 63, 65-68, Jan., 1951. 
2 figs., 5 refs. 


The phosphatase reaction described in the preceding 
paper (Abstract 1040) was used to detect Staphylococcus 
pyogenes in routine cultures. Nasal swabs taken from 
100 persons were plated on nutrient agar containing 
phenolphthalein diphosphoric acid in a concentration of 
0-01 g. per 100 ml., and after incubation at 37° C. for 
18 hours the presence of free phenolphthalein in the 
colonies, indicating phosphatase activity, was detected 
by exposing the plates to ammonia vapour. Colonies 
showing the reaction were found on 42 plates; the 
appearance observed is illustrated in coloured photo- 
graphs. Phosphatase-negative and phosphatase-positive 
colonies were inoculated separately into tubes of broth 
and tested for coagulase production after incubation at 
37 C. for from 6 to 24 hours. No coagulase activity 
was found in colonies taken from the 58 phosphatase- 
negative plates. Of 85 phosphatase-positive colonies 
84 were coagulase-positive, and of 75 colonies giving 
negative or doubtful results in the phosphatase tests 70 
were coagulase-negative. The phosphatase reaction 
could also be produced in medium containing 5% horse 
blood, although the pink colour was less marked, and 


Oslo; 
aryn- 
be | 
itum- 
ltures 
from 
S and 
ive in 
hings | 
false 
been 
nown 
sacilli 
orkel- 
130- 
into 
other 
n the 
diate 
ilture 
pinal 
yegun 
The 
both 
oroth 
in 
rains 
nd to 
nycin 
f the 
treat- 


264 MICROBIOLOGY 


was not affected by sodium chloride in a concentration 
of 5%. 

The results show that colonies which give a nega- 
tive result in the phosphatase test may be inferred to 
be coagulase-negative, and that a positive phosphatase 
reaction is a good indication of coagulase production 
if the technique is followed carefully. D. J. Bauer 


1042. Incidence of Penicillin-resistant and Streptomycin- 
resistant Staphylococci in a Hospital 

P. M. RouNTREE, R. G. H. BARBouR, and E. F. THOMSON. 
Lancet {Lancet} 1, 435-436, Feb. 24, 1951. 1 fig., 4 refs. 


A series of 603 strains of staphylococci isolated from 
513 in-patients and 90 out-patients in Sydney between 
April, 1949, and April, 1950, were examined for phage 
type and for sensitivity to penicillin and streptomycin: 
274 (53-4%) of the strains from the in-patients were 
penicillin-resistant, and only 22 (24-6°) of those from 
the out-patients; 72 (14%) of the strains from the in- 
patients were streptomycin-resistant, and only | (1-1%) 
from the out-patients. All the streptomycin-resistant 
strains examined were also penicillin-resistant. At 
least 65 of these doubly-resistant strains belonged to 
phage types of Group 6/7/47. Joyce Wright 


1043. Nasal Carrier Rates of Staphylococcus pyogenes 
in Hospital Nurses 

P. M. Rountree and R. G. H. BarBour. Journal of 
Pathology and Bacteriology {J. Path. Bact.) 63, 313-324, 
April, 1951. 1 fig., 10 refs. 


1044. Attempt to Show Diffusion of Essential Growth 
Factors from an Induced Penicillin-resistant Culture to 
the Parent Penicillin-sensitive Strain 

J. L. Stone. Science [Science] 113, 493-494, April 27, 
1951. 1 fig., 7 refs. 


1045. Toxin-producing Diphtheria-like Organisms Iso- 
lated from Cases of Sore Throat 

R. SAxHOLM. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 63, 303-311, April, 1951. 2 figs., 
9 refs. 


1046. Sternal Marrow Cultures in Typhoid Fever 
L. Hirsowitz and R. Casset. British Medical Journal 
(Brit. med. J.] 1, 862-863, April 21, 1951. 5 refs. 


IMMUNITY 


1047. Studies in Experimental Immunology of Influenza. 
VI. The Duration of Induced Immunity 

S. FAZEKAS DE ST. GRoTH. Australian Journal of Experi- 
mental Biology and Medical Science [Aust. J. exp. Biol. 
med. Sci. 28, 559-567, Sept., 1950. 


This paper describes a continuation of the author's 
studies of the mechanism of immunity to influenza in 
the mouse, with particular reference to antibody distri- 
bution in the body fluids. In earlier papers in the 
series it was concluded that immunity depended essen- 


tially upon the antibody available in the bronchial fluids, 
and that such antibody could be built up by adminis. 
tering an unrelated adjuvant strain by the intranasal 
route. The duration of such “ potentiated ** immunity 
has now been investigated. 

Three groups of mice received an_ intraperitoneal 
dose of 0-1 ml. of concentrated influenza-A virus (strain 
Melbourne); a fourth, unvaccinated, group served as 
controls. One vaccinated group received simultaneously 
an intranasal inoculation of 0-05 ml. of the potentiating 
strain Lee, the second group was treated similarly but 
at various times after the primary vaccination, and the 
third group received no further treatment. Mice in all 
groups were then challenged at weekly intervals with 
serial dilutions of the virus. The degree of protection 
resulting from the various treatments was estimated 
from the extent of lung lesions by means of a probit 
transformation, and the antihaemagglutinin of sera and 
lung washings titrated. 

One week after vaccination with the A strain all 
vaccinated mice showed a high degree of protection, 
irrespective of further potentiating treatment. At the 
end of the second week antibody titres in both sera and 
bronchi reached their maximum, and again all groups 


_ were highly protected to a similar degree. After 3 weeks 


the effect of potentiation became manifest, with signifi- 
cantly more antibody in the bronchi and a tenfold 
increase in protection compared with the non-potentiated 
groups. The position was similar after 4 weeks, with 
the additional observation that the adjuvant was most 
effective when given 7 days before challenge. The last 
groups were challenged 12 weeks after the beginning of 
the experiment, by which time the serum antibody value 
was roughly 10% of the maximum and_ bronchial 
antibody in mice given the adjuvant strain at the same 
time as the intraperitoneal vaccination was equal to that 
in mice receiving the intraperitoneal vaccination only. 
Again, however, the resistance to infection and the 
bronchial antibody level were significantly increased if 
the adjuvant was given 7 days before challenge. 

If these phenomena are transferable to the disease in 
man, it is evident that the adjuvant should be given not 
simultaneously with the specific antigen, but at the begin- 
ning of an epidemic, so releasing antibody at the primary 
site of infection—the bronchial mucosa. 

J. F. McCrea 


1048. Antistreptolysin O Response following Hemolytic 
Streptococcus Infection in Early Childhood 

L. A. RANTz, M. Maroney, and J. M. Di Caprio. 
Archives of Internal Medicine [Arch. intern. Med.) 87, 
360-371, March, 1951. 4 figs., 25 refs. 


In continuation of a study by the authors of 
antibiotic antagonism, this paper reports further 
observations on the interference of chloramphenicol 
with the action of penicillin in vitro and in vivo. 

Chloramphenicol exerted a restraining effect in vitro 
on the early bactericidal action of penicillin on Strepto- 
coccus pyogenes and Klebsiella pneumoniae. Inter- 
ference took place only when chloramphenicol was 
present in bacteriostatic amounts; sub-bacteriostatic 


doses and very high doses were without effect. The 
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degree of interference also varied with the: test organism 
ysed and with the amount of penicillin in the mixture; 
interference was not observed when penicillin was 
present in amounts greatly in excess of the minimum 
bacteriostatic concentration. Chloramphenicol mar- 
kedly reduced the activity of penicillin if placed in contact 
with the organism before, or simultaneously with, 
penicillin; the interference was feeble if penicillin had 
acted on the bacterial population for one or two hours 
before the chloramphenicol was introduced. 

Similar results were obtained when the mouse was used 
as the experimental medium. The mortality rate 
among mice infected with Streptococcus pyogenes was 
low (4 to 12%) when penicillin was given alone, and high 
(34 to 81%) when chloramphenicol and penicillin were 
administered concurrently. 

It was concluded that chloramphenicol retarded 
bacterial multiplication and in this way impeded the 
action of penicillin, which is most potent against dividing 
cells. There was no evidence to suggest that the two 
drugs were incompatible physically or chemically. 

G. B. Forbes 


1049. A Slide Test Modification of the Hemagglutination 
Test for Antibodies against Tubercle Bacilli 

W. THALHIMER and C. Rowe. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 63, 667-671, June, 
1951. 3 refs. 


1050. The Relation between Toxin Production and 


Protein Synthesis by Corynebacterium diphtheriae 


A.C. BRANDWUK, A. TASMAN, and J. D. VAN RAMSHORST. 
Journal of Infectious Diseases {J. infect. Dis.] 87, 99-102, 
Sept.-Oct., 1950. 4 fig., 12 refs. 


During the last few years it has been shown conclusively 
by others that the reactions of older children and adults 
to injections of diphtheria toxoid are mainly due to non- 
specific proteins present in the preparation which have 
their origin in the broth culture from which the toxoid 
is prepared. It is practically impossible to separate 
the specific from the non-specific proteins formed by 
Corynebacterium diphtheriae in the broth culture, as the 
two types of protein have few physico-chemical differ- 
ences. The authors argued that if the specific and non- 
specific proteins were produced at different rates an 
optimum length of incubation might be found at which 
the toxin content is at a maximum and the protein 
content ata minimum. Toxoid preparations made from 
such a broth filtrate could be expected to give a minimum 
incidence of undesirable reactions. 


In their experiments the authors mixed specimens 


from 5 culture flasks daily following initial inoculation, 
and after filtration the following daily values were 
determined: toxin content in flocculation units per ml., 
total nitrogen, and. protein nitrogen. From these three 
values the ratios Lf/mg. total nitrogen and Lf/mg. 
protein nitrogen could be calculated. It was found that 
protein nitrogen increases slowly during the whole 
period of incubation, while the Lf value of toxin reaches 
a maximum during the same period. Consequently at 
a certain point the ratio Lf/protein nitrogen reaches a 


definite maximum, and this point is attained well before 
the conventional incubation time of 10 days. It does 
not coincide with the point of maximum toxin produc- 
tion but, as the figures given in the paper show, Lf values 
are not very far below it. From the experimental data 
given it is evident that the optimum Lf/protein nitrogen 
ratio is reached after 5 to 7 days’ incubation. 

Toxoids prepared from C. diphtheriae cultures in- 
cubated in this way showed a high degree of purity, 
although the medium used was Pope’s broth and not one 
of the more recent semi-synthetic media. 

[There is no indication of the toxoids prepared in this 
way having given rise to less reaction in field trials as 
compared with toxoids prepared from filtrates of culture 
incubated for the conventional period. In the absence 
of such results the authors’ claims must be regarded as 
hypothetical. ] K. S. Zinnemann 


1051. Antitoxin Response to Repeated (Daily) Doses of 
Diphtheria Toxoid 

E. CARLINFANTI. Journal of Immunology [J. Immunol.] 
66, 311-315, March, 1951. 1 fig., 4 refs. 


Groups of guinea-pigs were immunized by subcutaneous 
injection of a total of 2 Lf of purified diphtheria toxoid 
(1,800 Lf per ml.) adsorbed on aluminium phosphate 
(10 g. per ml.). Some groups received all the prophy- 
lactic in one dose; in others it was subdivided so as to 
give either one dose or two doses on a varying number 
of successive days. Five weeks and 13 weeks after the 
first injection the groups of guinea-pigs were divided 
into random subgroups and bled by cardiac puncture; 
the sera from each subgroup were pooled and assayed 
for diphtheria antitoxin. If the antitoxin value of the 
pooled serum was less than 0-1 unit per ml. it was 
estimated by intracutaneous testing: values above 0-1 
unit per ml. were estimated by Ehrlich’s method, using 
death times for interpolation. 

Animals injected once gave a geometric mean anti- 
toxin value of 0-08 or 0-12 unit per ml. at 5 weeks, 
falling to 0-01 or 0-03 unit per ml. at 13 weeks. Two 
injections daily for 1 or 2 days produced a slight increase 
in these mean values; 2 injections daily for 4, 7, 10, 
or 14 days or | injection daily for 14 or 21 days, a 
marked increase. Animals given 2 injections daily for 
10 or 14 days or 1 injection daily for 14 or 21 days 
showed relatively little loss of antitoxin at 13 weeks. If 2 
injections were given daily for 7, 10, or 14 days, using 
different sites for injection on each occasion, the guinea- 
pigs showed higher antitoxin values (both at 5 weeks_ 
and at 13 weeks) than were obtained in guinea-pigs 
injected at the same site on each occasion. Injecting the 
prophylactic at 20 different sites in a single day gave no 
better result than 2 injections daily for 3 days. 

The author supposes that if the antigen is given in 
repeated divided doses the concentration of antigen in 
the body is maintained at a more steady level, with 
consequent improvement in antitoxin response. 

[A great deal of information has been wasted in these 
experiments. The pooling of the sera makes it impossible 
to find out what happened in any individual guinea-pig, 
or to find out how many animals in any group failed to 


4° 


respond at all. No information whatever is given on 
the avidity of the sera, though it is almost certain that 
some of them would have been non-avid. It is a pity 
that the animals were not bled more frequently.] 

C. L. Oakley 


1052. Local Production of Antibodies 

C. L. OaK_Ley, I. Batty, and G. H. WarRACK. Journal 
of Pathology and Bacteriology {J. Path. Bact.| 63, 33-44, 
Jan., 1951. 3 figs., 13 refs. 


Further observations have been made with the aid of 
the authors’ method of detecting local production of 
antibodies. Animals were inoculated with a mixture of 
diphtheria and tetanus alum-precipitated toxoids, and 
some time later the antigens were injected directly into 
the tissues to be investigated; the ratio of the antitoxin 
content of these was determined after a suitable interval, 
and any significant difference (twofold or more) from the 
ratio in the serum was interpreted as indicative of local 
production of antibody in the tissue concerned. This 
method was employed on 42 rabbits and it was found that 
antibody was produced in the skin, perirenal fat, and 
voluntary muscle, but not in the liver, spleen, kidney, and 
bone marrow; similar results were obtained from the 
tissues of 6 guinea-pigs, but in experiments with 10 horses 
no evidence of antibody production in the skin could 
be obtained. 

The rate of the production of antibodies in the 
skin was studied in rabbits. Secondary injections were 
given on successive days into different skin areas; the 
rabbit was killed after the last injection, and the anti- 
body ratios of the separate skin areas were determined 
and compared with that of the serum. It was found 
that antibody appeared and increased in amount be- 
tween the third and tenth days after injection, and then 
slowly disappeared; there was a close parallel with the 
secondary-response curve for serum, which thus prob- 
ably reflects the activity of local centres of antibody 
production. 

The authors point out in conclusion that these 
results are not in agreement with the classical theory 
of the reticulo-endothelial system as the site of antibody 
production. D. J. Bauer 


1053. Relationship between Serum Antibodies and Sub- 
clinical Infections with Poliomyelitis Virus 

G.C. Brown and J.D. Journal of Experimental 
Medicine [J. exp. Med.] 93, 197-205, March, 1951. 
30 refs. 


This paper records observations undertaken to 
determine whether there is any relationship between the 
occurrence of poliomyelitis virus in the intestinal tracts 
of familial contacts of cases of frank poliomyelitis and 
the presence in their sera of antibodies either to the actual 
strain of virus recovered from the family or to the 
Lansing strain. 

The neutralization tests with the family virus were 
carried out on monkeys, and with Lansing virus on mice. 
Three families were observed. The first, A, contained 
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2 cases and 7 contacts; B, 2 cases and 5 contacts; and A 
I case and Scontacts. Stools were obtained from most of 
the contacts as soon as possible after the diagnosis of the 
first case in the family; another specimen was obtained 
3 weeks later. All the patients (except one not tested) 
showed a rise in titre of antibodies for the family virus 
over a 3-week period. 

In regard to the contacts, 8 out of 17 had virus in 
the first specimen of stools, and there was a tendency for 
such individuals to possess neutralizing antibody in 
lower titre for the family virus than those without 
intestinal virus. All but 2 of the 8 carriers had lost their 
virus in the course of the 3-week period of observation, 
and in most of them there was a demonstrable rise in 
the antibody level. | 

Comparable results were not obtained in neutralization 
tests with Lansing virus. While the rise in titre for the 
family virus might be quite marked, this did not occur 
for Lansing virus. Furthermore, antibodies for Lansing 
virus were found in all individuals over 10 years of age, 
and only weakly positive results in one below that age, 
On the other hand, antibodies for the family virus were 
much more widely spaced, and one child | year old 
with virus in the stool had antibody for this virus at 
the time of the second collection of specimens. 

R. Hare 


1054. The Antibody Response to Mumps Vaccine as 
Evaluated by the Complement Fixation and Serum-Virus 
Neutralization Tests 

A. Hoyt, T. M. Esy, P. ASHTON, and M. V. VELDEE. 
Journal of Immunology [J. Immunol.) 66, 317-322, 
March, 1951. 6 refs. 


A series of 336 adults between 20 and 40 years old were 


- immunized against mumps by two intramuscular in- 


jections of 0-5 ml. mumps vaccine, separated by 2 weeks. 
These subjects were bled 4 to 6 weeks after the second 
injection and the serum was tested for mumps antibody 
by a complement-fixation test against mumps virus. 
The donors were then given a booster dose of 0:5 ml. 
vaccine and bled again: the process was repeated as 
often as practicable. 

Examination of sera from 27 persons convalescent 
from a disease diagnosed as mumps showed that mumps 
did not always excite the production of complement- 
fixing antibodies in the patient; 4 out of the 27 sera 
had no detectable complement-fixing antibody; 2 had 
a titre of 1 in 128. Deliberate immunization produced 
complement-fixation titres with a distribution very 
similar to that following the natural disease: 9°, out 
of 504 sera contained no detectable antibody: 5:8’, 
showed a titre of 1 in 128. 

Examination of persons inoculated on two occasions 
showed that if there was a rise in antibody titre, it 
occurred soon after the vaccine injections and was little 
affected by booster doses. High-titre donors could, 
therefore, be selected by complement-fixation tests on 
the first specimens. Virus neutralization tests in fertile 
eggs suggest that the virus-neutralizing titre of serum 
and its titre in complement-fixation tests run roughly 
parallel. C. L. Oakley 
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1055. Latent Pyloric Stenosis. (Stenosi pilorica latente) 
A. BieBer. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.] 2, 93-114, Feb., 1951. 12 figs., 6 refs. 


A form of pyloric stenosis was described by Durand 
in 1949 which did not present any characteristic clinical 
picture, but only a diminished, rather inconstant, speed of 
evacuation from the stomach, which was demonstrable 
radiologically. The present author describes 6 cases of 
another form of stenosis which he terms latent pyloric 
stenosis. Anorexia is the main feature in the history, 
no matter whether the child is breast-fed or bottle-fed, 
premature or full-term, weak or strong at birth. In 
these cases feeding regimens had been quite satisfactory, 
so that the lack of interest could not be attributed to 
faulty feeding. Vomiting occurs; it is irregular, scanty 
in volume, and never violent as in pylorospasm or 
stenosis. It tends to appear early in life, perhaps at 
the end of the first week, and it may occur only at long 
intervals—weeks or even months. It usually occurs 
immediately after a feed. These characteristics distin- 
guish it clearly from the vomiting of stenosis or spasm. 
Another feature of the condition is the weight curve, 
which remains level or rises very slightly, unlike that 
occurring in the two other conditions. Constipation 
is not common, though stools tend to be small and dry. 
Peristalsis and a pyloric tumour have not been observed. 

Radiological examination shows that an opaque meal 
begins to pass through the pylorus at the usual time, 
but the stomach takes much longer to empty, the 
time varying from 44 hours (slightly above normal) to 
12 hours. The appearance of the opaque stream while 
in the pylorus is normal. Unlike the findings in stenosis, 
the stomach is of normal size and its movements appear 
to be quite regular. Treatment is largely dietetic. 
Antispasmodics are ineffective, and operation is not indi- 
cated in the absence of a tumour. Parenteral methods 
may be needed if there is severe wasting or if feeding 
by mouth does not give sufficient volume. The guiding 
principle is to introduce small amounts of food, aiming 
first at giving sufficient to maintain life, then gradually 
increasing the quantity as tolerance increases. On the 
whole, intervals of 4 to 5 hours between feeds are neces- 
sary, as otherwise the stomach never empties properly. 

It is important to recognize this form of stenosis, 
since an untreated child may grow up extremely stunted 
from chronic underfeeding. J. G. Jamieson 


1056. The Treatment of Infantile Diarrhea with a New 
Combination of Antibiotics 

E. R. KapIson and M. P. Borovsky. Journal of 
Pediatrics (J. Pediat.] 38, 576-589, May, 1951. 22 refs. 


In this paper are reported the effects on infantile 
diarrhoea of a new drug, “ neobacin”’. Neobacin is a 
combination of two recently discovered antibiotics: 
neomycin, said to be effective against Gram-negative 


bacteria, Mycobacterium tuberculosis, and Entamoeba 
histolytica; and bacitracin, effective against Gram- 
positive bacteria, a few larger viruses, and E. histolytica. 
These two antibiotics were usually given combined in 
tablet form, each containing 10,000 units of neomycin 
and 2,000 units of bacitracin. 

In this study 53 infants under 1 year of age were under 
observation and treatment; one-half of them were 
‘seriously ill’’. Thirty-two were at first treated with 
sulphadiazine, streptomycin, and _procaine-penicillin, 
given alone or in combination: of these, 23 did not do 
well and were put on neobacin treatment; 21 infants 
were treated with neobacin alone; in all cases the stools 
were examined for pathogenic bacteria and protozoa. 
In 24 the stools were negative for pathogens. There 
were 9 cases of E. histolytica infection, but no cases of 
bacillary dysentery. Virus studies of the stools were not 
carried out. The findings, treatment, and results in all 
53 infants are set out in five tables, and the authors 
conclude that the neobacin-treated groups showed a 
significant reduction in the duration of diarrhoea as 
compared with the cases treated with sulphadiazine, 
streptomycin, and penicillin. Further, there was no 
recurrence of diarrhoea in the infants treated with 
neobacin. Charles McNeil 


1057. The Treatment of Gastro-enteritis with Sulphon- 
amides and Antibiotics given by Mouth. (La terapia 
delle gastroenteriti con sulfamidici ed antibiotici per via 
orale) 

G. Cotomso. Minerva Pediatrica (Minerva pediat., 
Torino] 3, 159-168, March, 1951. Bibliography. 


There are as many ways of treating infantile gastro- 
enteritis as there are views on its aetiology. The 
diversity both in treatment and in clinical material makes 
it difficult to examine critically a particular form of 
therapy, and this is especially so in the case of sulphon- 
amides and antibiotics, where dosage and method of 
administration are by no means standardized. 

After a detailed review of published work, the author 
analyses 117 cases of infantile gastro-enteritis seen at 
the Infants’ Hospital at Turin during the years 1945-50. 
The incidence is similar to that noted by other authors, 


_ and there is no reason to suspect any difference in severity. 


During 1945 and 1946, 43 babies were treated with 
various sulphonamide drugs, and the over-all mortality, 
during treatment and at a later date, was 88-4%—a very 
high figure. The type of sulphonamide used was 
immaterial, and 11 relapses were noted. The author 
believes that babies treated with sulphonamides in the 
pre-war period did better than those in the present group, 
suggesting either the development of resistance or a 
change in the infecting organism. 

A total of 55 patients received 
36:5°% died—a remarkable reduction 


nicillin, and of these 
in mortality. 
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Detailed analysis brings to light some interesting facts. 
A large proportion of deaths occurred in 1947, when 
penicillin was scarce and therefore reserved for the 
severer cases, was given intramuscularly, probably in 
inadequate doses, and was often preceded by sulphon- 
amides. Early treatment is essential; and there is a 
notable difference in mortality in infants receiving 
penicillin intramuscularly (58-3°%%) as opposed to orally 
(193%). Occasional cases, however, respond better 
to the former, especially those in which there is a 
demonstrable focus of infection. The optimum dose 
of penicillin is 4,000 to 5,000 units per kg. every 3 hours 
and mixed with the feed. Relapses will often respond to 
a further course of the drug. 

Streptomycin was given in daily doses of 65 to 160 mg. 
per kg. for 5 to 8 days: 15 patients only were treated, 
of whom 7 died, and the impression is that streptomycin 


is neither as successful nor as rapid in its action as 


penicillin. The 4 babies given chloramphenicol, 2 of 
them seriously ill, all recovered with doses of 95 to 190 
mg. per kg. daily, but no conclusions can be drawn. 
[This paper should be read in the original. The 
author’s inference that antibiotics provide the general 
practitioner with a safe method of treating this disease 
would not yet appear justifiable. ] A. Paton 


1058. Terramycin in Treatment of Pneumonias of 
Childhood. A Report of Ten Cases 

C. H. Woopinc and R. B. Scott. Journal of Pediatrics 
[J. Pediat.] 38, 423-427, April, 1951. 1 fig., 5 refs. 


From the Department of Pediatrics, Howard University 
School of Medicine, Washington, the authors report on 
10 cases of bacterial pneumonia due to pneumococci, 
staphylococci, or streptococci in children treated with 
terramycin: 2 cases were associated with pertussis. 
The ages of the patients varied from 4 months to 8 years. 
The dosage of terramycin was from 1-8 to 4-5 g. daily, 
the average duration of treatment being 6 days. Nine 
cases responded favourably, the temperature falling by 
immediate crisis. It is concluded that terramycin is 
of value in pneumonias of childhood, especially as its 
action covers a wide antibacterial spectrum and it is 
effective when administered orally. It is also considered 
advantageous to have at hand a substance available for 
treating patients who may be sensitive to other antibiotics 
in common use. Joseph Ellison 


1059. Interstitial Plasma Cell Pneumonia in Infants. 
{In English] 

E. K. AHVENAINEN, O. SOMERSALO, and A. YLINEN. 
Annales Medicinae Internae Fenniae [Ann. Med. intern. 
fenn.] 39, 222-239, 1950. 4 figs., 20 refs. 


On the basis of 51 cases the symptoms, pathogenesis, 
and treatment of interstitial plasma-cell pneumonia 
are reviewed. Among the cases there were 38 histo- 
logically typical and 6 atypical; 3 patients were not 
examined post mortem, and 4 survived. The disease was 
found both in premature and in full-term infants, but 
all the latter had some debilitating disease before the 
symptoms of pneumonia were observed. It was never 
found in full-term infants in good condition. 


All the patients fell ill between the third and sixth 
months of life. Death occurred before the sixth month, 


‘and in most cases before the fourth month, of life, 


The principal symptoms were dyspnoea and tachypnoea, 
the patient appearing to suffocate. This accords with 
the necropsy finding that the lungs were airless and 
entirely invaded by an interstitial exudate containing 
plasma cells, lymphocytes, and fibroblasts. 


The authors agree with the opinion that interstitial 


plasma-cell pneumonia is an infectious disease, and 
primarily a pneumonia. An attempt was made to calcu- 
late the incubation period on the basis of an epidemic in 
the Premature Ward of the Children’s Castle, Helsinki, 
The causative agent of interstitial plasma-cell pneumonia 
is not known; bacteriological investigations gave 
negative results. 

In treatment the sulphonamides, penicillin, and strepto- 
mycin were without effect. Aureomycin, and especially 
chloramphenicol, may have some effect, but this is 
questionable and needs further experience before a final 
evaluation is made. 

The genesis of this peculiar disease is discussed. 
Renal lesions were revealed at necropsy almost without 
exception, and can therefore be considered as constant 
findings in interstitial plasma-cell pneumonia.—[From 
the authors’ summary. ] 


1060. ‘* Growing Pains”: a Clinical Study of Non- 
arthritic Limb Pains in Children 

J. M. NaisH and J. Apiey. Archives of Disease in 
Childhood [Arch. Dis. Childh.] 26, 134-140, April, 1951. 
7 refs. 


As the result of a study of 721 children the authors 
found non-arthritic limb pains present in 4-2% of the 
Bristol school population. These occur most frequently 
between the ages of 8 and 12 years, with no significant 
sex difference, but a family history of rheumatic disorders 
is much more frequent in affected children than in the 
controls. There are two main categories: (1) diurnal 
fatigue pains, associated with exertion, postural 
defects, fatigue, and emotional disturbances, and with 
a strong family history of rheumatic disorders; (2) 
paroxysmal nocturnal pains in children without these 
associations, but with similar pains in other members of 
the family. In a small group of children the pains were 
an expression of psychological difficulties only. An 
analysis of 54 hospital patients with similar pains agreed 
with these findings. Organic lesions were only rarely 
present. Winston Turner 


1061. Traumatic Periostitis in Young Children 

G. H. BarMeyer, L. R. ALDERSON, and W. B. Cox. 
Journal of Pediatrics [J. Pediat.| 38, 184-190, Feb., 1951. 
4 figs., 16 refs. 


The authors describe what they regard as a common 
paediatric occurrence—namely, the “ acute limping leg” 
of early childhood. In this condition, after an apparently 
trivial injury, a radiograph taken 3 or 4 weeks later will 
often show some ossification of the periosteum at the 
site of the injury. When the child is x-rayed during the 
acute pain, nothing abnormal is found; but if x-rayed 
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when symptoms have subsided, this evidence of ossifica- 
tion will now be apparent. The authors regard this 
condition as the result of mechanical separation of the 
periosteum by’ injury. They supply an academic 
discussion of all the possible causes which might other- 
wise stimulate this condition. John Charnley 


1062. A Study of the Association of Factors of Pregnancy 
and Parturition with the Development of Cerebral Palsy. 
A Preliminary Report 

A. M. LILieNFELD and E. PARKHURST. American Journal 
of Hygiene [Amer. J. Hyg.] 53, 262-282, May, 1951. 
2 figs., 14 refs. 


An attempt has been made to elucidate by the statistical 
method the relation of complications of pregnancy and 
parturition, of operative procedures, prematurity, and 
birth-order distribution to the development of cerebral 
palsy. A series of 561 cases of cerebral palsy in babies 
born between 1940 and 1947 was collected from the case 
index of the Crippled Children’s Program maintained 
by the New York State Department of Health. Since 
1940, physicians have entered on the birth certificate 
various details relating to pregnancy and parturition: 
these are the sources of the information used in this study. 

The percentage of each of the complications of preg- 
nancy and parturition (11 are listed) was significantly 
higher in the cerebral-palsy group than in the total of 
98,897 births. Although there were no such compli- 
cations in the history of a large percentage (62-2) of 
cases, these included cases due to Rh incompatibility, 
post-natal factors, unrecorded or misdiagnosed compli- 
cations, and hereditary factors. It is of interest to note 
that such complications as placenta praevia and pre- 
mature separation of the placenta, which are most 
likely to produce anoxia, were more closely associated 
with cerebral palsy than were such conditions as dystocia 
and abnormalities of the bony pelvis, which are more 
likely to produce mechanical trauma. Whereas the 
percentage distribution of complications was similar in 
the cerebral-palsy group and the infant-loss group 
(stillbirth and neonatal deaths), there were three excep- 
tions: premature separation of the placenta, complica- 
tions of the umbilical cord, and toxaemia of pregnancy. 
The first two were more often associated with infant loss, 
probably because they do more lethal damage; the third, 
which probably produces sublethal effects, was more 


' often associated with cerebral palsy. Although the 


frequency of various operative procedures was higher 
among the cerebral-palsy cases than in the whole 
population, this may be due to the higher proportion of 
complicated cases in the former, and indeed the difference 
largely disappears when the analysis is restrictéd to 
uncomplicated cases. 

The relation between prematurity and cerebral palsy, 
reported by many workers, is again confirmed. It is 
shown that this association is independent of whether 
or not the prematurity is the result of a complication of 
pregnancy or parturition. The order of birth and age of 
the mother in the cerebral-palsy group showed a similarity 
to the pattern of the association existing with the com- 
bined infant loss. 


M—T 


From this study it appears that various factors in 
pregnancy and parturition are related to the subsequent 
development of cerebral palsy, although the source of 
the material imposes certain limitations on its interpreta- 
tion. As further elucidation of this very important 
subject might enable steps to be taken to effect a diminu- 
tion in ‘reproductive wastage’’, a new scheme was 
introduced in New York State in January, 1950, for the 
compulsory notification of cerebral palsy. It is hoped 
that this will provide material for a more extensive and 
more detailed analysis. David Morris 


1063. The Assessment of Results in the Conservative 
Treatment of Cerebral Palsy 

J.H.CROSLAND. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 26, 92-95, Feb., 1951. 1 ref. 


1064. Precocious Sexual Development. A Study of 
Thirty Cases 

G. H. Lowrey and T. G. Brown. Journal of Pediatrics 
[/. Pediat.] 38, 325-340, March, 1951. 49 refs. 


In 11 years 30 cases of precocious sexual development, 
with enlargement of the breasts, early menarche, growth 
of pubic or axillary hair, or disproportionate enlargement 
of the clitoris or penis, have been studied in the De- 
partment of Pediatrics and Communicable Diseases, 
University Hospital, Michigan. The ratio of males to 
females was 1 to 9. The age of onset covered the entire 
pre-adolescent period. 

The adrenogenital syndrome was the aetiological 
factor in 7 females and 2 males, 1 of each sex having an 
adenocarcinoma of the adrenal cortex proved at opera- 
tion. A lesion of the central nervous system, with mental 
retardation or convulsions, was present in 7 cases. 
True precocious physiological puberty occurred in 7 
females, the usual age of onset being 6 to 8 years. 
Urinary hormone levels corresponded to adult values. 
Two patients had simple breast hypertrophy, which 
retrogressed after some months; 2 females with poly- 
ostotic fibrous dysplasia showed advanced stature and 
osseous growth, scattered areas of brown pigmentation 
of the skin, cystic areas in the bones, and increased 
excretion of oestrogens. Among the remaining 3 cases 
were one of tumour in the third ventricle, one of Cushing’s 
syndrome, and one unclassifiable, in which there was a 
history of mumps one month before the onset of breast 
hypertrophy and hirsutism. 

In diagnosis the history is important, and the study of 
bone maturation by x rays is of great value. Intravenous 
pyelography is advised when virilization is present 
and an adrenal lesion is suspected. Urine assays of 
oestrogens, follicle-stimulating hormone, and 17-keto- 
steroids are of some value. 

Treatment of adrenal virilism includes psychotherapy, 
oestrogen therapy, amputation of the clitoris, incomplete 
adrenalectomy, and, in cases of adenoma or carcinoma, 
surgical removal of the tumour. 

The case of a male with an enlarged penis at birth due 
to an adenocarcinoma of the adrenal is the first to be 
recorded. D. W. Higson 
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1065. Physiological Response of Men to Chilling in Ice 
Water and to Slow and Fast Rewarming 

A. R. BEHNKE and C. P. YaGLtou. Journal of Applied 
Physiology [J. appl. Physiol.) 3, 591-602, April, 1951. 
4 figs., 15 refs. 


In an experiment performed at the U.S. Naval Medical 
Research Institute, one of the authors and a naval diver 
immersed themselves up to the neck in water at 42° to 
50° F. (5-5° to 10° C.) for 50 to 60 minutes; they were re- 
warmed in hot water or warm air. Several tests were 
performed on each subject. While the subjects were in the 
cold water their skin temperature fell rapidly, but 
rose again when they entered a warm room or when 
the bath temperature was raised to about 102° F. 
(38-8° C.). The temperature in the mouth, stomach, 
and rectum rose slightly at the beginning of the period 
of cooling and then fell slowly, but its most rapid 
fall was observed when warming began and the 
blood flow to the body surface returned. In a hot 
room the subjects did not warm up for several hours. 
[All these findings agree well with previous observations 
made on subjects who were cooled in a cold chamber 
(see Glaser, J. Physiol., 1949, 109, 366).] The most 
conspicuous finding was intense pain all over the 
immersed parts during the initial periods of cooling and 
rewarming; the latter was the more unpleasant and it 
could be lessened if rewarming was speeded up. The 
oxygen consumption during maximum shivering was still 
30 to 35% less than the estimated heat losses. Heat 
loss must have been greatest during the initial stages of 
cooling, before peripheral vasoconstriction had set in, 
and the authors roughly calculated this loss to have 
been at a rate of 10,000 Calories per hour. [This is an 
unlikely figure and would require an oxygen consumption 
of about 33 litres per minute.] 

Haematological investigations and other measure- 
ments, such as estimations of the pulse rate and blood 
pressure, were also carried out. E. M. Glaser 
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1066. Bronchial Obstruction Induced by Allergens, 
Histamine and Acetyl-beta-methylcholinechloride. [In 
English] 

H. HERXHEIMER. International Archives of Allergy and 
Applied Immunology [Int. Arch. Allergy] 2, 27-39, 1951. 
1 fig., 15 refs. 


Inhalation tests in normal and asthmatic subjects, 
using an aerosolizing apparatus in a closed Benedict- 
Roth spirometer circuit developed by the author, are 
described. This permits both continuous reading of the 
vital capacity and rapid relief of induced asthma by 
inhalation of isopropyl noradrenaline, 1 to 2%. The 
inhalants tested were 3% histamine acid phosphate, 
2-5% acetyl-8-methylcholine chloride, and 1°% extracts 


-of respiratory organisms. 


of house dust, mixed grass pollen (0-72 mg. N per ml), 
and mixed moulds (1-48 mg. N per ml.). A 3-minute 
inhalation test was carried out, depending on the reaction, 
in 15 normal and 30 asthmatic subjects, but the allergens 
were not used in the normal subjects, to avoid sensj- 
tization. 

Both histamine and acetyl-8-methylcholine chloride 
produced a depression in vital capacity, which in the 
asthmatics occurred suddenly and was much stronger 
and more rapid, coming on within 10 to 20 seconds in 
some cases. These reactions often improved spontane- 
ously, and the concentration and duration of the test 
appeared responsible for any difference between the test 
substances. All three allergens produced asthmatic 
attacks coming on between the second and third minutes, 
With the pollen and dust extracts the reaction tended to 
be progressive, and late reactions developed in some 
patients, whereas the mould extract depressed the vital 
capacity for 2 to 4 minutes and this was followed by a 
spontaneous rise; it was associated with coughing and 
there were no late reactions. Three different types of 
** asthmatic ’’ reaction were produced, and it is suggested 
that histamine inhalations may be useful as a diagnostic 
measure. J. Pepys 


1067. Bronchial Hypersensitization and Hyposensitiza- 
tion in Man. [In English] 

H. HERXHEIMER. Jnternational Archives of Allergy and 
Applied Immunology (Int. Arch. Allergy] 2, 40-59, 1951. 
1 fig., 10 refs. 


In 32 asthmatic patients aerosol inhalations for diag- 
nosis and treatment were carried out with extracts of 
mixed grass pollen, mixed tree pollen, house dust, and 
a bacterial vaccine containing a high concentration 
Vital capacity estimations 
were made before the inhalation and at 2-minute inter- 
vals afterwards. The inhalations were given at 7- to 14 
day intervals, and subjective changes were not usually 
noticed unless the vital capacity had decreased more than 
200 to 400 ml. Two grass-pollen cases were treated, 
with relief of the asthma but not of the nose and eye 
symptoms. 

Skin and bronchial tests with house-dust extract 
in 30 cases resulted in reactions to both tests in 11 and 
no reaction in 7. Of the remaining 12 cases, 5 were 
skin-test-negative and bronchial-test-positive and 7 were 
skin-test-positive and bronchial-test-negative. Of the 
11 patients 6 could be hyposensitized by treatment 
inhalations, during which late reactions were frequent 
and occurred in 5 patients who showed no reaction in 
the first 10 minutes. Of 22 asthmatic subjects 17 gave 
positive bronchial reactions to a mixed mould extract, 
and of 16 of these, 8 also reacted to the dust antigen. 
Six of 14 treated patients seemed to become less sensitive, 
and patients giving mould reactions differed from those 


with pollen-dust reactions by recovering spontaneously 
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from the depression in vital capacity which appeared 
early, and by the absence of late reactions. Overdosage 
with allergens made patients more sensitive (“* hyper- 
sensitive’), and small doses hyposensitized. The 
bacterial vaccine did not provoke bronchial reactions. 
Hyposensitization was successful in cases sensitive to 
only one antigen and clinically mild, but not in highly 
sensitive patients. 

This method can be used only with patients trained to 
record reliably their vital-capacity readings. Hyper- 
sensitization may occur and cause setbacks, and testing 
and treatment are prolonged, but it permits the study and 
observation of bronchial reactions to antigens. The 
shock organ is tested and hyposensitized directly. 

[The technique described is a useful investigational and 
experimental procedure, and testing and treatment of the 
shock organ directly has its advantages, but it does not 
justify the author’s view that “little reliance can be 
placed on the skin reaction ” in bronchial sensitivity, and 
probably little more on treatment by skin injections. The 
influence of non-specific and psychological factors is less 
important in careful skin testing, and the good results 
in pollen asthma, for example, from skin injection are 
sufficiently recognized to justify this method; they are 
not confined to the bronchial symptoms only.] 

J. Pepys 


1068. Observations on the Action of Khellin in Attacks 
of Bronchial Asthma 

V. J. Derpes, R. J. Waite, J. TeversauGu, D. D. 
VAUGHAN, and N. K. WEAVER. Annals of Allergy [Ann. 
Allergy} 9, 354-359, May-June, 1951. 5 refs. 


A dose of 100 mg. khellin was given to 20 patients by 
injection and to 25 patients orally. All patients were in 
an acute attack of asthma of varying severity. A 
beneficial effect, judged from the impressions of patients 
and observers, resulted in 60°, of the patients. In- 
dependent of the route of administration, the drug began 
to take effect after 20 to 30 minutes and the attack 
terminated after 60 to 90 minutes. The blood pressure 
was not influenced. Side-effects (nausea or headache) 
occurred in 5 cases. H. Herxheimer 


1069. The Use of Mercuhydrin in the Recognition of a 
Cardiac Factor Complicating Bronchial Asthma 

M. L. GELFAND and A. R. WipLitz. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 221, 250-255, 
March, 1951. 13 refs. 


The authors, who work at the Bellevue Hospital, 
New York, describe 6 cases of allergic bronchial asthma 
of 5 to 15 years’ duration in males aged 59 to 71 whose 
skin reactions were positive. These patients later 
became refractory to anti-allergic and adrenaline 
therapy. Hypertension was present in 4 patients, and all 
had arteriosclerotic heart disease without evidence of 
frank congestive failure. Early left ventricular failure 
was suspected, and 2 ml. “ mercuhydrin”’ given sub- 
cutaneously relieved the asthmatic paroxysm with 
resulting weight loss of at least 4 Ib. (1-8 kg.) in 24 hours. 
A control group of 20 patients aged 25 to 40 with un- 
complicated allergic bronchial asthma were not relieved 


by mercuhydrin and did not lose more than 24 Ib. (1-1 kg.) 
in 24 hours. 

The use of this diuretic is recommended as a thera- 
peutic test for the presence of a complicating cardiac 
factor in bronchial asthma. I. Ansell 


1070. Induced Asthma in Man — 
H. HerxHemeER. Lancet [Lancet] 1, 1337-1341, June 23, 
1951. 8 figs., 9 refs. 


Inhalation of specific allergens for a few seconds will 
induce an attack in patients subject to allergic asthma. 
A fine aerosol was introduced into the inspiratory circuit 
of a Benedict-Roth spirometer and simultaneous re- 
cordings of vital capacity and thoracic movement were 
made, the latter by a Verzar thoracograph. An attack 
usually started a few minutes after the inhalation 
except with mould extracts, when the onset was im- 
mediate, but occasionally there was a delayed reaction 
up to 24 hours later. As vital capacity decreases so 
chest circumference increases, denoting retention of air 
in the thorax. Until vital capacity is reduced by 15% 
tightness in the chest may not be noticed. The severity 
of the attack depends roughly on the dose of allergen, 
small doses causing mild, larger ones severe attacks. 
Individual reactions may vary from day to day, but the 
asthma induced can be readily aborted with a spray of 
isopropyl noradrenaline or adrenaline. Antihistaminics 
have an uncertain effect. Desensitization, or hypo- 
sensitization as the author calls it, can be achieved by 
steadily increasing the duration of the inhalation, but a 
large dose which provokes a bad attack may increase 
sensitivity subsequently. 

This technique may render the identification of the 
specific allergen more certain than by skin tests; the 
results of desensitization can be more accurately 
assessed: and the therapeutic value of drugs can also 
be investigated. K. Gurling 


1071. ACTH and Cortisone in Allergic Manifestations. 
Therapeutic Results and Studies on Immunological and 
Tissue Reactivity 

S. M. FEINBERG, T. B. DANNENBERG, and S. MALKIEL. 
Journal of Allergy (J. Allergy] 22, 195-210, May, 1951. 
2 figs., 20 refs. 


ACTH or cortisone was used to treat 15 asthmatic 
patients, most of whom had suffered from asthma for 
many years. In 9 the skin reactions were negative, and 
some of the remaining 6 showed positive reactions to 


various allergens. The improvement began within 24 


to 48 hours of the treatment. Six patients obtained 
complete relief, and in 4 the relief was satisfactory but 
incomplete. The associated nasal symptoms improved 
less rapidly and less markedly than the asthma. Of the 
5 patients with doubtful results, 2 had emphysema, 1 
was very neurotic, and in 2 the improvement was not 
striking. In 5 patients relapses occurred within 1 week, 
in 5 others in 10 to 30 days, and in the rest it took 14 to 
150 days. The vital capacity and maximum breathing 
volume reflected the degree of clinical improvement 
well, whereas the fall in eosinophil count seemed to 
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have little relation to the therapeutic effect. Four other 
patients with allergic skin conditions showed improve- 
ment, while 3 others with mild rhinitis experienced no 
definite reduction of their symptoms. Skin tests were 
made with histamine and the specific antigen in graded 
dilutions. The reactions did not change during the 
treatment even if the patient was completely free of 
symptoms. Passive transfer tests also remained un- 
changed, and even direct tests of the reactivity of nose 
and conjunctiva improved in only 1 of 13 patients. 
H. Herxheimer 


1072. ACTH and Cortisone in Allergic Diseases. 
Clinical, Serologic (Electrophoretic) and Immunologic 
Studies 

R. A. Cooke, W. B. SHERMAN, A. E. O. MENZEL, H. B. 
CuHaPIN, C. M. Howe Lt, R. B. Scott, P. A. Myers, and 
L. M. Downinc. Journal of Allergy [J. Allergy] 22, 
211-236, May, 1951. 7 figs., 36 refs. 


The authors treated with cortisone or ACTH 31 
patients with asthma, 11 with dermatitis, and 5 with 
urticaria. The highest dosage given was 100 mg. ACTH 
or 80 mg. cortisone daily, divided into 4 doses. The 
asthmatic patients belonged to the “ infective’ type 
(without evident allergic sensitivity) or the mixed infective 
and allergic type. There was considerable improvement 
in all patients, which sometimes was complete on the 
third or fourth day, but sometimes only after 2 weeks. 
The relief lasted only a few days or weeks after cessation 
of treatment. The eosinophil count fell with the begin- 
ning of the treatment, but often not to normal values. 
In the later stages of treatment it rose again, in one ease 
to 1,576 cells per c.mm. at a time when full relief was 
present. The vital capacity improved concomitantly 
with the clinical improvement, but rarely returned to 
its normal value. Whealing of the skin caused by hista- 
mine and by the specific antigen in graded dilutions did 
not change; passive transfer reactions remained positive, 
even if the subject of the transfer was under cortisone 
treatment. The electrophoretic examination of the «-1, 
a-2, B, and y globulins showed abnormal distribution, 
but this seemed to be related rather to the underlying 
chronic infection than to the allergic process. There 
were reasons for assuming that the skin-sensitizing 
antibodies were not wholly contained in the globulin 
fraction. H. Herxheimer 


1073. Cutaneous Reactions to Staphylococcus Poly- 
saccharide, Protein, and an Unfractionated Extract in 
Hypersensitive and Normal Individuals 

M. C. KAHN, H. S. BALDWwin, B. R. ZEITLIN, and M. 
Smart. Journal of Allergy [J. Allergy] 22, 237-248, 
May, 1951. 15 refs. 


Extracts were made from 9 strains of pathogenic 
staphylococci, and the protein, nucleoprotein, and 
polysaccharide fractions separated. Skin tests were 
carried out on 134 allergic patients and 25 normal sub- 
jects. The protein fractions caused a positive immediate 
whealing reaction in about the same percentage of allergic 
and normal subjects, the incidence ranging between 7% 
and 17%. The polysaccharide-C fraction was positive 
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in 23% of the tests with allergic patients and 5° of the 
tests with normal subjects. The incidence of the delayed 
reaction was comparatively low; the delayed reaction 
to polysaccharide C was absent in the normal subjects. 
H. Herxheimer 


1074. The Use of Histamine in Foreign Protein Type 
Reactions 

H. E. Prince and R. L. Etter. ZJ/nternational Archives 
of Allergy and Applied Immunology [Int. Arch. Allergy} 1, 
316-324, 1951. 6 refs. 


Whereas histamine is believed to play a role in the 
elicitation of allergic reactions, the authors obtained 
relief from allergic syndromes by administration of 
histamine. Some 81 patients with severe foreign. 
protein-type reactions, who had not responded to anti- 
histamine drugs, were treated with intravenous or intra- 
dermal injections of histamine. In all but 3 cases there 
was clinical improvement. In 62 out of the 81 the 
allergen was penicillin, and in 7 others tetanus antitoxin, 
Less frequent causes were oestrogens, vitamin B, and 
liver preparations. The incubation period showed 3 
different patterns. About one-quarter of the patients 
had reactions within 24 hours, one-quarter on the seventh 
day, and one-quarter on the fourteenth day after in- 
jection; the reactions in the remaining patients were 
equally distributed from the second to the twenty-first 
day. 

The symptoms included urticaria, angioneurotic 
oedema, joint pains, and other allergic complaints. 
Histamine acid phosphate was given intravenously or 
intradermally, 2:75 mg. being dissolved in 250 ml. of 
isotonic saline, and infusions were given until a general 
flush was obtained. The infusions were given once, 
twice, or thrice daily. It was interesting to note the 
great variation in the flushing dose in individual patients. 
In most cases the flush occurred with 1 to 2 mg. of hista- 
mine acid phosphate, but in 5 cases a dose of more than 
12 mg. was needed. The flushing dose varied also when 
histamine was given intradermally (from 0-05 ml. of 
histamine dihydrochloride in 1 in 1,000 dilution to 0:1 
ml. of 1 in 100 dilution). The acute symptoms of 
allergy were controlled within 5 to 6 days. It was 
surprising to find that in some patients an increased 
histamine sensitivity developed during treatment, as 
evidenced by the lowered flushing dose, despite the 
clinical relief of their allergic symptoms. Another 
interesting observation was the lack of response of the 
histamine flush to antihistamine drugs. Although 
bronchial asthma is frequently mentioned as a contra- 
indication to histamine therapy, the authors observed 
asthma in only one patient [but they do not indicate 
how many of their patients had bronchial asthma in their 
present or past history]. 

The authors discuss the mode of action which might 
explain the relief of allergic reactions by histamine. 
They suggest that traces of antigen deposited in tissue 
spaces may be reabsorbed into the circulation owing to 
the increased permeability of the capillaries. The 
increased diuresis observed after histamine injection 
is also discussed as a cause of the beneficial result of 
histamine therapy. K. Maunsell 
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1075. Radioiron Studies in a Case of Hemochromatosis 
T. ALPER, D. V. SAvAGE, and T. H. BOTHWELL. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
37, 665-675, May, 1951. 5 figs., 14 refs. 


In this paper are described the results of the oral 
administration of a single dose of radioactive iron to 
a 21-year-old male European suffering from haemo- 
chromatosis, diagnosed by liver biopsy at a time when 
he was symptom-free except for an enlarged liver, and 
subsequently confirmed at necropsy after he had died 
suddenly of cardiac failure. 

A very full account is given of the preliminary bio- 
chemical tests undertaken and a detailed statement made 
concerning the radioactive iron used and the methods 
of measuring it, in its passage into the tissues. A 
normal healthy male served as a control. While in 
the control all the radioactive iron appeared to have 
been eliminated within 48 hours, in the patient after the 
first 24 hours practically none was voided in the excreta 
and 60°, was retained in the body. The blood content 
showed an initial peak due, it is presumed, to the initial 
uptake of iron by the plasma. This was followed by a 
fall and subsequently by a rise, indicating a removal 
of the iron from the plasma as it was stored and then 
gradually built into the haemoglobin until after 3 months 
something of the order of 4% of the total administered 
was found in the erythrocytes. 

The amount of radio-iron stored in the liver was esti- 
mated to be 20 to 30%; storage began very soon after 
administration, but there was some decrease over the 
period 5 to 125 days. A high figure was found over the 
cardiac area in the first 2 days, but this was in part 
probably due to the presence of radio-iron in the gastro- 
intestinal tract. Significant deposits of iron in the heart 
did, however, take place. 

Reference ‘is made to the work of other observers, 
including the Gillmans, who described pathological 
changes in the livers of Bantu pellagrins closely re- 
sembling those in haemochromatosis. 

The reason for increased iron absorption in haemo- 
chromatosis is not clear, though it has been suggested 
that pancreatic damage may be an initiating factor. 

H. S. Stannus 


1076. Intracellular Cation Exchanges in Metabolic 
Alkalosis 

J. R. E-kinton, R. D. Squires, and A. P. CROSLEY. 
Journal of Clinical Investigation [J. clin. Invest.] 30, 
369-380, April, 1951. 1 fig., 37 refs. 


The electrolyte metabolism of 10 patients with meta- 
bolic alkalosis and hypopotassaemia was studied by the 
“ balance technique ” at the University of Pennsylvania, 
Philadelphia. As 9 of the 10 came under observation 
with well-developed alkalosis the causes of this metabolic 
disturbance were “ not readily analysed”’. In 2 of the 
patients there was a history of a low potassium intake; 
6 others were, moreover, losing gastro-intestinal fluid. 
In the remaining 2 adrenocortical hyperfunction was 
apparently the major aetiological factor. 


Nine patients manifested intracellular deficit of potas- 
sium up to 40 to 50% of the total, as shown by the 
proportion of potassium administered which was re- 
tained in the intracellular phase in excess of nitrogen. 
In one patient no retention of potassium was recorded; 
hence it was concluded that he had no potassium deficit 
before treatment. 

The chloride balance during the treatment of alkalosis 
was found to be much more positive than that of sodium 
in 7 of the 10 cases. If chloride ion is confined to the 
extracellular phase, the obvious conclusion is that large 
amounts of sodium entered the cells during the develop- 
ment of alkalosis and hypopotassaemia, and left the 
intracellular phase again during the treatment. In at 
least half the cases there was no quantitative correlation 
between the sodium and potassium ion exchanges. 
However, the authors admit the possibility of chloride 
ions entering the intracellular phase, and, since no 
other method of estimating the extracellular phase was 
employed, no definite conclusion is possible. In one 
case sodium was found to enter cells instead of leaving 
them as the alkalosis was corrected. 

In all cases before treatment was started the serum 
bicarbonate level was raised without any correspond- 
ing elevation in serum sodium level, and the serum 
chloride level was lowered. With treatment, a reverse 
change invariably took place. 

The treatment adopted was not uniform for all 10 
patients; thus 3 were given ammonium chloride before 
the administration of potassium. Intracellular hypo- 
potassaemia and hypernatraemia seems to be the most 
common pattern of electrolyte disturbance in metabolic 
alkalosis, but other patterns also occur. 

[The “balance” technique involves the adminis- 
tration of measured amounts of foods of known com- 
position and the measurement of all excreta and their 
analysis. ] A. Swan 


1077. Incidence and Treatment of Kwashiorkor in 
Curagao. [In English] 

A. VAN Der Sar. Documenta Neerlandica et Indonesica 
de Morbis Tropicis [Docum. neerl. indones. Morb. trop.] 3, 
25-44, March, 1951. 20 figs., 22 refs. 


The clinical symptoms and signs of kwashiorkor 
were first described by Williams from the Gold Coast. 
These are oedema, generalized dermatitis mainly on the 
extensor side of the extremities with scaling and depig- 
mentation (“‘ crazy pavement ”’), cracks and sores of the 
muco-cutaneous junctions, dermatitis of the external 
genitalia, reddish (sometimes greyish) discoloration of the 
curly black hair with or without alopecia, enlargement 
and fatty degeneration of the liver. Although at first 
thought to be confined entirely to certain parts of 
West Africa, the syndrome has been recognized 
during the past few years in South Africa, in the Carib- 


bean, in India, and in South-East Asia including the’ 


Philippines. A certain relationship seems to exist to 
Czerny’s Mehlnahrschaden, which was so widespread 
in Central Europe during and after the first world war, 
and to the starvation syndrome of Chinese children. Of 
34 patients seen in Curagao 3 died within 2 hours 
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of admission, and a fourth on the fourth day. The low 
mortality rate may be ascribed to frequent blood trans- 
fusions and protein-rich milk diet. In Curacao nutri- 
tional macrocytic anaemia was a constant finding and 
liver biopsies showed extensive fatty infiltration. In 
contrast, however, to the African and other observations 
(India, Ceylon, Jamaica), no hepatic cirrhosis was ob- 
served in Curagao, and this is attributed to the absence 
of malaria and hookworm infection. Z. A. Leitner 


1078. Malignant Malnutrition in Indonesian Children. 
{In English] 

H. A. P. C. OomMeN. Documenta Neerlandica et Indo- 
nesica de Morbis Tropicis |Docum. neerl. indones. Morb. 
trop.| 3, 49-59, March, 1951. 5 figs., 15 refs. 


Kwashiorkor is not infrequent in Indonesia. Four 
cases (ages between 10 months and 4 years) are described. 
All patients suffered from infections (malaria, amoebiasis, 
dysentery) in addition to the dietary deficiency. Treat- 
ment consisted in dealing with the infections and, as 
described in the previous paper (Abstract 1077), in giving 
plenty of protein-rich food, blood transfusions, and iron; 
only occasionally were vitamins administered. 

Z. A. Leitner 


1079. Cardiovascular Symptoms of Beriberi. [In Eng- 
lish} 

W. C. AALSMEER. Documenta Neerlandica et Indonesica 
de Morbis Tropicis [Docum. neerl. indones. Morb. trop.) 3, 
2-24, March, 1951. 15 figs., 22 refs. 


On the basis of 15 case histories the author reviews 
again the classical cardiovascular symptoms and signs 
of Oriental beriberi and contrasts them with those of the 
so-called Occidental beriberi. 

Oriental beriberi affects equally both sides of the 
heart; the conductivity and contractility of the heart 
muscle are, however, preserved for a long time and the 
heart power remains relatively intact. This explains 
also the absence of severe abnormalities in the electro- 
cardiogram until shortly before death. Clinically, the 
diastolic pressure is lowered occasionally to zero, with a 
proportionally higher systolic pressure and a Corrigan’s 
pulse; there is a tendency to sound-formation in the 
arteries and veins (Nonnensausen). Left-sided heart 
failure with pulmonary oedema or cardiac asthma never 
develops until shortly before death. 

While Oriental beriberi may develop occasionally 
even in rich patients who live by habit on polished rice, 
Occidental beriberi was originally described in alcoholics 
or drug addicts without obvious dietary inadequacy. 
Conditioning factors like neurotic food fads, pellagra, 
severe gastro-intestinal disease, pregnancy, and diabetes 
may be contributory causes. The main clinical signs 
of Occidental beriberi are progressive dyspnoea, attacks 
of cardiac asthma, pulmonary oedema, and engorgement 
of the cervical veins with gross enlargement of the liver. 
The electrocardiographic findings characteristic of 
Occidental beriberi include low-voltage QRS complexes, 
flattened, diphasic, or inverted T waves, and prolongation 
of the Q-T interval with or without arrhythmia. 

[For details the original paper of this pioneer worker 
should be consulted.] Z. A. Leitner 


1080. Vitamin-B Deficiencies after Gastric Operations 
R. WELBOURN, R. HUGHES, and C. WELLs. Lancet 
[Lancet] 1, 939-945, April 28, 1951. 1 fig., 35 refs. 


The authors have been impressed by the number of 
patients who develop symptoms and signs of a vitamin- 
B deficiency after gastric operations; these deficiencies 
are easily recognized and readily corrected in their early 
stages, but, they state, “* nevertheless, unsuspected defici- 
encies of vitamin B are probably causing a great deal of 
unnecessary disability in patients whose gastrectomies 
would be wholly successful **. This paper is written in 
the hope of drawing attention to the various forms that 
post-operative vitamin-B-complex deficiency may take, 
and 9 cases are described in some detail. In the latter 
part of the article the mode of causation of the defi- 
ciencies is discussed. 

[Surgeons unfamiliar with these various deficiency 
syndromes will be interested in this contribution.] 

H. S. Stannus 


1081. Biochemical Aids in the Diagnosis of Deficiency 
of the Vitamin B Complex 

J. B. CLELAND. Medical Journal of Australia (Med. J. 
Aust. 1, 468-476, March 31, 1951. 29 refs. 


1082. The Effect of the Ingestion of Alcohol on the 
Storage and Excretion of Thiamine 

A. W. Wertz, P. S. VAN Horn, and L. E. Ltioyp. 
Journal of Nutrition [J. Nutrit.| 43, 181-191, Jan. 10, 
1951. 11 refs. 


The reports of previous workers have shown that 
alcohol delays the onset of symptoms of aneurin defici- 
ency in rats and pigeons, suggesting that alcohol may 
have a “ sparing *’ action on the vitamin. 

In the present study the tissue storage of aneurin 
and the urinary excretion of aneurin and pyruvic acid 
were investigated in 3 paired groups of rats: (a) rats 
which received a basic diet which was adequate in all 
respects except that the aneurin intake was restricted to 
a suboptimal level (8 jg. daily), the assumption being 
that rats in a state of partial depletion of aneurin would 
be more sensitive for these experiments than completely 
deficient rats; (b) rats which received the basic diet 
plus a supplement of 25°% ethyl alcohol solution in a 
dosage of 2 ml. daily during the first 2 weeks, with weekly 
increments of 1 ml., so that by the tenth week the rats 
were receiving 10 ml. daily; (c) rats which received the 
basic diet plus a supplement of glucose isocaloric to the 
alcohol supplement. In the last 10 days of the experi- 
mental period two 24-hour urine collections were made 
for each rat in a metabolism cage. At the end of the 
10-week period all the rats were normal and healthy 
in appearance; they were then killed by decapitation, 
and the liver, heart, kidneys, and gastrocnemius muscles 
were removed and analysed for aneurin. 

The weight gains of the supplemented groups were 
approximately equal, indicating that the alcohol was 
utilized quite as well as the glucose (although a small 
proportion of the alcohol is presumed to have been lost 
through the lungs and in the urine). In the alcohol-fed 
as compared with the glucose-fed rats the amount of 
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aneurin present in the liver was significantly greater, 
the remaining organs tending to give higher values 
for aneurin, and there was a tendency for higher 
urinary excretion of aneurin and lower urinary excretion 
of pyruvic acid to occur, but the differences were not 
statistically significant. These results are taken to 
indicate that the alcohol-fed rats were not in such a 
severe state of aneurin deficiency as the glucose-fed rats. 
There were no significant differences in these respects 
between the alcohol-fed rats and those which received 
the basic diet only. It is concluded that in these 
experiments the utilization of alcohol fed as a supplement 
to the diet did not involve an increased need for aneurin. 
[It would be interesting in future experiments to 
determine the pyruvic acid content of the blood: high 
values of pyruvic acid in the blood are strongly suggestive 
of aneurin deficiency.] Joseph Parness 


1083. Clinical Aspects of Dietary Depletion of Ribo- 
flavin 

O. W. Hitts, E. Liepert, D. L. STEINBERG, and M. K. 
Horwitt. Archives of Internal Medicine [Arch. intern. 
Med.) 87, 682-693, May, 1951. 2 figs., 34 refs. 


The 29 subjects of this study were schizophrenic male 
patients. All were fed a controlled diet in which the 
daily amount of riboflavin was 0-55 mg. for 15 patients 
and 2°55 mg. for the remaining 14. Detailed clinical 
and biochemical observations were made for 9 to 17 
months. Of the depleted subjects 3 failed to show any 
clinical signs, even after 15 months on the deficient diet. 
All the remainder developed severe scrotal dermatitis. 
Other skin lesions found in some or all of the same 
patients included cheilosis and seborrhoeic dermatitis. 
Two other signs, commonly thought to be characteristic 
of riboflavin deficiency, were not seen at all; these were 
circumcorneal vascularization and glossitis. There were 
no biochemical changes such as occur in deficiency of 
aneurin. Studies of urinary excretion indicated that 
the daily requirement of the vitamin is between 1-1 and 
1-6 mg. : 

The authors suggest that since riboflavin is particu- 
larly needed for growth, signs of deficiency will show 
themselves in tissues which are subjected to trauma and 
subsequently undergo repair. In support of this they 
adduce various pieces of evidence. (1) Rats fed on the 
same deficient diet showed diminished wound healing 
and the persistence of spontaneously occurring sores. 
(2) The depleted patients suffered from scrotal irritation 
because of their mental condition, and this was frequently 
seen also in the other patients. (3) The absence of 
corneal vascularization, which is frequently reported 
in aviators, might be due to the relative infrequency of 
small ocular traumata in these patients compared with 
airmen. (4) The 3 subjects who developed angular 
stomatitis all had red hair with fair, sensitive skin. 

John Yudkin 


1084. The Clinical Significance of Vitamin-A Deficiency 
Z. A. LertNeR. British Medical Journal (Brit. med. J.] 1, 
1110-1114, May 19, 1951. Bibliography. 
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1085. Total Hydrolyzable Cystine in Blood Serum in 
Diabetes 

R. S. LeecH and A. MarBLeE. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 221, 297-306, 
March, 1951. 4 figs., 21 refs. 


The authors, working at Joslin’s clinic in Boston, 
attempted to confirm recent findings by other workers 
concerning the relationship of glutathionine to carbo- 
hydrate metabolism. In this work the blood levels of 
2 amino-acids closely related to glutathionine, cysteine 
and cystine, were estimated in 25 normal subjects and 52 
patients with uncomplicated diabetes (the 2 acids being 
estimated together as “ total cystine ’’). 

Fasting blood was taken and the total cystine 
content estimated in hydrolysates of the whole serum 
(or of its protein precipitate) and of the albumin fraction. 
This was done by Vassel’s colorimetric method. It was 
found that the serum cystine content in 76% of the 
controls lay between 325 and 374 mg. per 100 ml. of 
serum, whereas in only 14% of diabetics was it within this 
range, being below 325 mg. per 100 ml. in 69%. The 
serum total protein estimations were similar in diabetics. 
and normal persons, but there was a lowered albumin/ 
globulin ratio in the former owing to decreased albumin 
and increased globulin levels. The percentage of total 
cystine in the albumin fraction was normal, whereas 
in the globulin fraction the percentage of total cystine 
was considerably reduced (2:34 compared with 2-87). 
It was also shown that there was considerable hourly 
variation in the total globulin cystine in a diabetic patient 
before and after diabetic coma. 

The authors discuss the significance of their findings 
and suggest that the total globulin cystine content 
may be a reflection of the diabetic state at the time the 
blood sample was taken. The low cystine content 
of the globulin fraction of the serum in diabetics may 
provide a new aetiological approach to diabetes. 

I. McLean-Baird 


1086. The Role of the Ketone Bodies in the Etiology of 
Diabetic Coma 

P. FIsHER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 221, 384-397, April, 1951. 44 refs. 


Despite the fact that diabetic coma and acidosis 
have been recognized for more than a century and 
studied extensively for more than 60 years, there is no 
general agreement as to the specific cause of the coma. 
The author mentions several excellent reviews of the 
literature on the subject, and refers under the following 
headings to the evidence obtained from laboratory work 
and clinical observation: the role of acidosis in 
the production of diabetic coma, direct evidence sup- 
porting the hypothesis of primary ketone toxicity (as 
well as that refuting it), and “‘ opinions ’”’ regarding the 


» cause of coma in diabetic acidosis. Available findings 


are fully discussed and the conclusion is reached that 
neither acidosis per se nor the ketone bodies can be re- 
garded as the main cause of coma in diabetic acidosis. 


' The dominant factor, it is suggested, may be a potent 


agent as yet unknown. D. Preiskel 
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1087 (a). Prevention of Degenerative Vascular Lesions 
in Young Patients by Control of Diabetes 

J. L. Witson, H. F. Root, and A. MARBLE. American 
Journal of the Medical Sciences {Amer. J. med. Sci.] 221, 
479-489, May, 1951. 22 refs. 


1087 (6). Incidence of Diabetic Retinopathy Relative to 
the Degree of Diabetic Control 

S. Spoont, W. W. Dyer, R. Day, and H. BLAzer. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 221, 490-494, May, 1951. 1 fig., 13 refs. 


These two papers may be abstracted together as they 
present parallel approaches to the great problem of 
why so many patients with long-standing diabetes develop 
vascular affections and degenerations—in the eyes, at the 
periphery, and, worst of all,in the kidneys—as the years 
of diabetic life go on and are assured by the continued 
administration of insulin. 

Some authorities—and these papers give enough 
references—state that all with long-standing diabetes, 
apart from their “‘ control ’’, good or bad, inevitably de- 
velop the above troubles. The present authors disagree 
with this view, and by a careful analysis of degrees of 
diabetic “* control” in a large series of patients show that 
well-controlled subjects, with low sugar excretion, not 
unregulated hyperglycaemia, and absence of phases of 
ketosis and diabetic coma, have infinitely fewer and less 
severe complications than the bad, reckless diabetics, 
physically fairly well but always sugar-laden. [These 
Papers seem to prove this point and the abstracter, 
basing his opinion on his own experience, agrees. 
The fundamental problem of why mere hyperglycaemia 
in such patients with good general nutrition, often 
obese, and with no ketosis, produces vascular degenera- 
tions remains quite unsolved.] R. D. Lawrence 


1088 (a). Studies in Diabetes Méellitus—III. Life 
History of Three Persons with Labile Diabetes, and 
Relation of Significant Experiences in their Lives to the 
Onset and Course of the Disease 

L. E. HinKie, F. M. Evans, and S. Woxr. Psycho- 
somatic Medicine [Psychosom Med.] 13, 160-183, May— 
June, 1951. 22 figs., 24 refs. 


Records of 3 cases of labile diabetes in patients 
aged respectively 19, 21, and 38 years are given at length 
to show the correspondence in time between life experi- 
ences and variations in the illness. In all 3 the illness 
made its first appearance at a time of crisis in the patient’s 
life. Exacerbations of the diabetes often occurred in 
association with stress; some of these were severe, 
leading to ketosis and coma. During phases of life 
when the patient was secure and content the severity of 
the diabetes diminished and the insulin requirements were 
less. 

Desire for food, especially carbohydrates, seemed to be 
more intense in these patients than in normal subjects; 
because of unhappy experiences early in life, the need for 
food had become an expression of the need for love to 
an even greater degree than is usual, and therefore 
attempts to regulate diet and to impose prohibitions upon 
food were generally valueless because such attempts 
were opposed by strong emotional drives. Overeating 


was part of the characteristic response of these patients 
tostress. It is not claimed that the life situations through 
which these patients passed were in themselves the 
cause of the diabetes, since situations of this kind are 
the common lot of mankind; a genetic predisposition 
must be operative as well. Stress influences the course 
of the diabetes in two ways: directly, by changing the 
metabolic pattern; and indirectly, by a change in the 
patient’s behaviour, in that he eats more food than usual, 
or less, or fails to take his insulin. Both these mechan- 
isms are at work in every case. 

These conclusions are supported by experimental 
observations. In one patient, for example, a state of 
ketosis which had followed a disturbing experience was 
arrested during a reassuring interview and the blood 
ketones fell to a normal level. In another patient 
insulin requirements fell from 130 to 40 units a day 
within 7 days of admission to hospital, which removed 
the need for struggle; they rose again to 80 units when 
he had, in hospital, to deal with his difficulties, and to 
130 units when he was discharged. 

The authors put forward the hypothesis that diabetes 
is a disorder of adaptation. They point out the similarity 
between the metabolism of the diabetic and that of a 
person in total starvation: the diabetic is a person who 
reacts to life stresses as if they were deprivations of food, 
and responds with a metabolic pattern which is appro- 
priate to starvation. Desmond O’ Neill 


1088 (5). Studies in Diabetes Mellitus—IV. Life 
History of Three Persons with Relatively Mild, Stable 
Diabetes, and Relation of Significant Experiences in their 
Lives to the Onset and Course of the Disease 

L. E. Hinkie, F. M. Evans, and S. Worr. Psycho- 
somatic Medicine [Psychosom. Med.} 13, 184-202, May- 
June, 1951. 16 figs., 6 refs. 


In this paper the authors report the results of investi- 
gation of 3 patients, aged respectively 43, 55, and 70 
years, with mild, ** stable ’’ diabetes by the same methods 
as those employed in their other study (Abstract 1088 (a)). 
It was found that the conclusions about the behaviour 
of labile diabetes in its relation to stress apply to this 
type also—that is, the onset of diabetes occurred in 
circumstances of especial difficulty to the patient, and 
its course varied according to the manner of his life 
adjustment. The differences between the two groups 
were not qualitative but quantitative; for example, a 
situation which would have precipitated ketosis in a 
young patient with labile diabetes caused only moderate 
increase in polyuria and glycosuria and slight weight 
loss in the older patient with “stable’’ diabetes. 
Fluctuations in severity of the diabetes in these patients 
were observed which could be correlated with happenings 
in the patient’s life. The authors consider that diabetes 
in childhood and adolescence is more labile and difficult 


to control than in middle life because of the special 


characteristics of the early phases of life, and not because 
diabetes has a different quality at this time. 

The conclusion is that stable ’’ diabetes is also a 
disorder of adaptation of the same pathogenetic pattern 
as the labile type. Desmond O' Neill 
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Cardiovascular Diseases 


1089. Syphilitic Cardiovascular Disease Combined with 
Chronic Endocardial Lesions Usually Attributed to 
Rheumatic Fever 

J. R. Smitu, J. A. SAxtTon, and H. C. Fritz. American 
Journal of Medicine [Amer. J. Med.] 10, 37-46, Jan., 
1951. 48 refs. 


The authors review 47 instances in the literature of 
combined syphilitic and rheumatic cardiovascular 
disease. Among 398 necropsy specimens of syphilitic 
cardiovascular disease and 459 of rheumatic heart 
disease, 8 showed combined lesions, and the findings are 
here described in detail. [The chance association of 
rheumatism and syphilis is to be expected from their 
respective frequency. Whether the presence of one 
facilitates the development of another is a question which 
remains unanswered in this article.] Henry Cohen 


1090. Electrocardiographic Findings during Operative 
Manipulation of the Viscera and Vagus Nerves 

A. G. FREEMAN. Lancet [Lancet] 1, 926-931, April 28, 
1951. 4 figs., bibliography. 


The effect on the electrocardiogram (lead II) of 
visceral and vagal manipulation was studied during 36 
operations. Electrocardiographic abnormalities were 
recorded in 10 cases. In one of the cases of ligation 
of a patent ductus arteriosus, transient tachycardia was 
recorded during injection of procaine into the left vagus. 
In the 2 cases of block dissection of lymph nodes in 
the neck, severe hypotension (160/100 to 65/50 mm. Hg) 
occurred in one and immediate bradycardia (88 to 64) 
in the other. No alteration in the heart rate or electro- 
cardiogram occurred in the 11 cases in which traction 
was applied to the abdominal viscera. Among the 4 
cases in which manipulation of the oesophagus was 
studied, auriculo-ventricular dissociation with idio- 
ventricular rhythm and premature beats occurred in one. 
In only 3 of the 22 cases in which records were obtained 
during manipulation of the oesophageal or gastric 
branches of the vagus were abnormalities noted which 
could be attributed to the manipulation. Traction on 
the right posterior vagus nerve in the abdomen was 
associated with hypotension in one case of partial 
gastrectomy, and with bradycardia, ventricular extra- 
systoles, and diminished amplitude of the P wave in a 
case of laparotomy. The occurrence of a ventricular 
extrasystole every fourth beat was noted after manipu- 
lation and section of the anterior and posterior branches 
of the vagus over the lower third of the oesophagus in 
a case of oesophagectomy. 

The association with cyclopropane was as follows: 
manipulation or resection of the oesophageal or gastric 
branches of the vagus produced hypotension or electro- 
cardiographic changes in 3 of the 13 patients receiv- 
ing cyclopropane, and auriculo-ventricular dissociation 


with idioventricular rhythm and premature beats in 2 
others during operation under cyclopropane. Electro- 
cardiographic changes did not follow vagal manipulation 
in the 9 cases in which that anaesthetic was not used. The 
conclusion reached is that “ the findings of this limited 
investigation suggest that, when cyclopropane is used, 
manipulation of the oesophageal and gastric branches of 
the vagus should be avoided as much as possible ’’. 
W. A. R. Thomson 


1091. The Electrocardiogram associated with Low Levels 
of Serum Potassium 

P. M. McCALLEN. British Heart Journal (Brit. Heart J.] 
13, 159-166, April, 1951. 6 figs., 19 refs. 


Electrocardiograms were recorded in 3 patients with 
low serum potassium levels, in whom “ care was taken 
to exclude, as far as possible, factors other than potas- 
sium that might influence the S-T segment or the T 
wave’. One of them had idiopathic steatorrhoea, and 
the other 2 had ulcerative colitis. Electrocardiograms 
and blood samples for potassium estimation were taken 
simultaneously. 

In the first case, electrocardiographic records were 
obtained over a serum potassium range of 20-6 to 12-1 
mg. per 100 ml. All records at levels above 18-3 mg. 
per 100 ml. were normal. At and below this level T 
was flat or inverted and the S-T segment was sometimes 
depressed. The degree of abnormality increased in pro- 
portion to the fall in serum potassium level. In the 
second case the serum potassium ranged from 18-0 
to 12-9 mg. per 100 ml. As the serum potassium level 
fell the amplitude of T decreased in the chest leads, but 
was always within normal limits. In the third case the 
serum potassium range was 21-0 to 6:3 mg. per 100 ml. 
All records at levels above 11-9 mg. per 100 ml. were 
normal; at and below this level there was a depressed 
S-T segment, an abnormally low or inverted T, and a 
large U wave. The degree of abnormality was pro- 
portional to the fall in serum potassium level. In this 
patient all electrocardiographic abnormalities could be 
corrected within 1 hour by the oral administration of 
7-5 mg. of potassium chloride; 4 hours later the electro- 
cardiogram reverted to its previous state. No evidence 
of prolongation of the Q-T interval associated with a fall 
in serum potassium level was seen in any of the cases. 
In some cases it was noted that the electrocardiogram 
had “an undulating outline produced by a depressed 
S-T segment, a low or inverted T wave, and a high and 
wide U wave’’. Such a record is considered to be 
** strongly suggestive of low serum potassium ”’. 

W. A, R. Thomson 
1092. The Electrocardiogram in Congenital Heart 
Disease. A Preliminary Report 
O. Pau, G. S. Myers, and J. A. CAMPBELL. Circulation 
[Circulation] 3, 564-578, April, 1951. 10 figs., 40 refs. 
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HEART 


1093. Congestive Heart Failure and Hyponatremia: 
Untoward Effects of Mercurial Diuresis 
D. Citron, B. Bercu, R. and E. MaAsse. 
Annals of Internal Medicine [Ann. intern. Med.| 34, 
872-880, April, 1951. 2 figs,, 29 refs. 


As alutary warning is given against the dangers of 
using mercurial diuretics and a low-sodium diet with- 
out adequate biochemical control in the treatment of 
congestive heart failure. In the presence of a lowered 
sodium plasma level and hypochloraemia, mercurial 
diuresis is diminished, the patient’s condition deteriorates, 
and if electrolyte depletion is increased by further 
attempts at diuresis, then dizziness, drowsiness, muscular 
pains, and apathy occur. Anorexia may further decrease 
sodium intake and confusion or frank psychosis may 
appear, to be followed at times by convulsions, coma, 
and death. The predominant role of sodium is indicated 
by persistence of the syndrome despite raising of the 
plasma chloride level by administration of ammonium 
chloride. Careful intravenous infusion of 5% sodium 
chloride solution restores the electrolyte balance, with 
rapid disappearance of these symptoms. T. Semple 


1094. The Effects of Potassium Salts in Subjects with 
Heart Disease 

H. Brown, G. L. TANNER, and H. H. Hecut. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.| 
37, 506-514, April, 1951. 6 figs., 12 refs. 


The response to a test dose of 200 mEq. of potassium 
given by mouth was investigated in 6 patients without 
heart disease, in 7 patients with heart disease but not 
in failure, and in 11 patients with congestive heart failure. 
It was found that serum potassium levels were increased 
only slightly in the *“ normal” subjects, but rose to an 
average of 6-0 mEq. per litre in the patients with heart 
disease not in failure, and to 7-4 mEq. per litre in those 
with failure. Urinary excretion of potassium was much 
less in the patients with failure. When potassium 
excretion rose there was usually a simultaneous increased 
excretion of sodium. In those patients with high serum 
potassium levels the usual electrocardiographic changes 
were found. The authors emphasize the risk of giving 
large amounts of potassium salts as diuretics to cardiac 
patients, pointing out that the absence of “ renal failure, 
shock, or adrenal insufficiency ’’ does not necessarily 
mean that potassium will not be retained. 

D. A. K. Black 


1095. Interrelation between Potassium Metabolism and 
Digitalis Toxicity in Heart Failure 

B. Lown, H. SALzBerG, C. D. ENSELBERG, and R. E. 
Weston. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 76, 
797-801, April, 1951. 14 refs. 


The dose of digitalis glycoside (ouabain or acetyl 
strophanthidin) necessary to produce mild toxic symp- 
toms (ventricular extrasystole, impairment of auriculo- 
ventricular conduction, or alterations in the pacemaker) 
was determined in 10 patients in various stages of 


congestive heart failure. Blood electrolyte levels and 
the 24-hour urine content of creatinine, sodium chloride, 
and potassium were measured. In all cases where 
potassium depletion occurred, either spontaneously or 
induced by mercurial diuretics after pre-treatment with 
ammonium chloride, an increased sensitivity to digitalis 
glycoside was observed. Where the diuretics produced 
no change in K+ levels, no increase in sensitivity was 
noted. It is suggested that increased myocardial 
sensitivity to digitalis glycosides probably results from 
alterations in intracellular potassium distribution, since 
no significant changes in serum potassium were observed 
in 8 of the 10 patients. John R. Vane 


1096. Physiologic Studies in Mitral Valvular Disease 
A. Draper, R. HEIMBECKER, R. DALEY, D. Carro_t, 
G. Mupb, R. WELLS, W. FALHOLT, E. C. ANDRUus, and 
R. J. BING. Circulation [Circulation] 3, 531-542, April, 
1951. 4 figs., 26 refs. 


Twenty-nine patients with mitral valvular disease have 
been studied by means of cardiac catheterization. 
Cardiac outputs, intracardiac, pulmonary arterial, and 
pulmonary capillary pressures were determined during 
rest and exercise. The resting cardiac output was 
reduced in all patients with mitral disease; exercise 
resulted either in a fall or a small increase in the minute 
volume of circulation. Increased arteriovenous oxygen 
difference was primarily responsible for the low cardiac 
outputs found during rest and exercise. The ratio of 
oxygen consumed per litre of ventilation fell during 
exercise. Pulmonary artery and capillary pressures were 
elevated at rest and rose further with exercise; pulmonary 
capillary pressures were particularly high in patients 
with a history of pulmonary oedema. 

Physiologic methods did not permit a clear differentia- 
tion between mitral stenosis and mitral insufficiency. 
However, in general, in patients with mitral insufficiency, 
the resting cardiac output was lower, the arteriovenous 
oxygen difference was higher and exercise caused a 
greater fall in cardiac output. 

The physiologic manifestations of mitral disease were 
compared with those resulting from myocardial failure. 
Large residual right ventricular blood volumes were 
found in congestive failure and in mitral disease with 
failure. However, the right auricular pressure and right 
ventricular residual volume were normal in mitral 
disease without failure. In the presence of failure the 
right auricular pressure was usually elevated. 

The pulmonary vascular resistance in mitral disease 
was elevated. In some patients, exercise resulted in a 
decrease in the pulmonary vascular resistance. Valvulo- 
tomy reduced pulmonary vascular resistance in every 
case. The relationship of these findings to the anatomic 
changes in the pulmonary vascular bed were discussed.— 
[Authors’ summary.] 

[This is a paper which should be read by all interested 
in rheumatic heart disease.—Eprror.] 


1097. Pathogenesis of Mitral Stenosis 
F. R. MaGarey. British Medical Journal [Brit. med. J] 
1, 856-857, April 21, 1951. 6 figs., 5 refs. 


P 
a 
a 
S 


109 
Blu 
the 
Jou 
Me 
7 
inje 
of 
for 
195 
il 
ha 
cul 
| ble 
col 
cel 
he 
rej 
| co 
di 
cu 
ca 
tit 
th 
in 
| in 
Pe 
in 
Ir 
st 
d 
ci 
d 


inute 
kygen 
diac 
io of 
uring 

were 
tients 


>ntia- 
ency. 
ency, 
nous 
ed a 


were 
lure. 
were 
with 


l. J.) 


HEART 279 


1098. A Method for the Continuous Recording of Evans 
Blue Dye Curves in Arterial Blood, and its Application to 
the Diagnosis of Cardiovascular Abnormalities 

J. W. NicHOLson, H. B. BURCHELL, and E. H. Woop. 


- Journal of Laboratory and Clinical Medicine {J. Lab. clin. 


Med.} 37, 353-364, March, 1951. 8 figs., 13 refs. 

The quantitative measurement of intravenously 
injected Evans blue dye in whole arterial blood by use 
of the “ear oximeter’’ and the “cuvette oximeter ” 
for whole blood (Nicholson and Wood, Amer. J. Physiol., 
1950, 163, 738) has been carried out on 41 individuals, 
11 of whom were healthy and the remainder of whom 
had various circulatory disorders. The normal “ dye 
curve showed an appearance time of the dye in arterial 
blood of about 15 seconds after intravenous injection 
of 30 to 50 mg. of the dye, a smooth and usually rapid 
downward deflection signifying an increase in the 
concentration of the dye, followed by a smooth and 
slightly slower upward deflection or decrease in con- 
centration as the dye was partially cleared from the 
heart and lungs. This initial clearing was usually inter- 
rupted by a small secondary increase in dye concentration, 
representing systemic recirculation. Fluctuations in 
concentration were small after this and had usually 
disappeared after 14 to 2 minutes. In heart failure the 
curve was greatly prolonged in all its components, but 
the contour was smooth. In patients with septal defect 
causing a left-to-right circulatory shunt the appearance 
time was normal, but disappearance was greatly delayed— 
that is, the dye travelled to the right side of the heart and 
into the lung vessels in the normal fashion, but on enter- 
ing the left side some was diverted from entering the 
peripheral circulation and passed through the opening 
in the septum to re-enter the pulmonary circulation. 
In cases with a right-to-left shunt, appearance time was 
shorter than normal because some of the dye passed 
directly from the right ventricle into the peripheral 
circulation.. The primary curve was characterized by a 
double peak; the second peak was caused by the dye 
which had not been diverted, but had passed the lung 
vessels before appearing in the left ventricle and the 
peripheral arteries. Patients having both a left-to-right 
and a right-to-left shunt showed a combination of the two 
abnormal curves—a short appearance time with double 
peak characteristic of the right-to-left shunt, and the 
slow initial clearing with gradual return to equilibrium 
seen in cases with a left-to-right shunt. 

The authors find that not all curves are definite. A 
shunt pattern may be concealed by a failure pattern. 
A dye curve not significantly different from normal was 
obtained in a patient who at operation was found to 
have a patent ductus arteriosus, though it was thought 
that the blood flow through this structure must have 
been small. Artefacts can be caused by electrical or 
mechanical instability of the recording instruments, by 
failure to deliver the dye to the heart properly—either by 
faulty injection or because of an obstruction in the 
venous system—and by irregularities of respiration, 
heart rate, or rate of blood flow past the oximeters. 
The authors indicate how these artefacts can be detected 
and excluded. A normal curve was never seen in a 
patient with a large shunt within, or closely adjacent to, 


the heart, and no clear-cut shunt pattern was seen in a 
normal subject or a patient without a shunt. 

The authors, who made this study at the Mayo 
Foundation, University of Minnesota, and at the Mayo 
Clinic, Rochester, Minnesota, suggest that the dye 
technique might become a simple screening procedure, 
particularly when cardiac catheterization is being 
considered, and also a means of obtaining some added 
information in cases which are unsuitable for catheteri- 
zation. H. Lehmann 


1099. Actinomyces muris Endocarditis Treated with 
Chloramphenicol 

J. F. Stokes, I. R. Gray, and E. J. Stokes. British 
Heart Journal (Brit. Heart J. 13, 247-251, April, 1951. 
3 figs., 12 refs. 

A case of subacute infective endocarditis due to 
Actinomyces muris is described. There was a satis- 
factory response to chloramphenicol which controlled 
the infection after penicillin therapy had failed. No 
toxic effects resulted from giving 65 g. of chloram- 
phenicol in 28 days.—[Authors’ summary.] 


1100. The Treatment of Subacute Bacterial Endocarditis 
with Aureomycin and Chloromycetin 

L. W. Kane and J. J. Finn. New England Journal of 
Medicine [New Engl. J. Med.] 244, 623-628, April 26, 
1951. 2 figs., 15 refs. 

A series of 11 patients with subacute bacterial endo- 
carditis were treated with a number of antibiotics, 
including chloramphenicol and aureomycin, which were 
given in doses (4 to 6 g. per day) sufficient to maintain 
blood levels proved to be adequate to cause bacteriostasis 
in vitro. 

All 3 patients with Streptococcus faecalis infection 
failed to respond to aureomycin. Two of these were 
cured by high doses of penicillin only to die later of 
cardiac failure, and the third died of a superimposed 
infection. Of the 5 with Streptococcus viridans infection, 
1 was cured with chloramphenicol alone, 1 with aureo- 
mycin alone, and another had probably been cured with 
aureomycin when, owing to vomiting, penicillin had to 
be substituted. The fourth died soon after chloram- 
phenicol treatment had started, and the fifth relapsed 
twice on chloramphenicol, being later cured with 
penicillin. 

One patient with Staphylococcus aureus infection failed 
to respond to aureomycin and penicillin, dying of a 
superimposed infection. One with Bacterium coli in- 
fection resisted treatment with chloramphenicol and 
aureomycin, dying of a cerebral embolus. The last 
patient almost certainly had bacterial endocarditis, 
although the organism was never isolated; this infection 
responded to chloramphenicol after aureomycin and 
penicillin had failed. 

Thus aureomycin cured only 2 of the 8 patients to 
whom it was given, all of whom suffered from nausea, 
vomiting, diarrhoea, or similar side-effects. Chloram- 
phenicol probably cured 2 of the 5 patients to whom it 
was given. These disappointing results are attributed 
to the fact that these two drugs may cause bacteriostasis., 
but are never bactericidal. J. A. Cosh 
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1101. First Effort Angina: Second Wind in Angina 
Pectoris 

R. K. Price. British Heart Journal (Brit. Heart J.) 13, 
197-202, April, 1951. 32 refs. 


Certain patients with angina may observe that the pain 
disappears if they continue their effort. A report is 
given of 20 patients with this phenomenon. Angina 
tends to occur with the first effort in the morning and 
then to disappear. In age incidence and _ other 
accompanying phenomena these patients showed no 
significant differences from other patients with angina. 
Spasm of the coronary arteries or failure to dilate on 
effort are considered as possible factors in the syndrome. 

J. McMichael 


1102. Prodromal Symptoms in Myocardial Infarction 
P. Mounsey. British Heart Journal (Brit. Heart 13, 
215-226, April, 1951. 10 figs., 15 refs. 


Prodromal symptoms preceding frank myocardial 
infarction occurred in 40 of 139 patients. Cases with 
a long history of angina were excluded. Usually there 
was some type of anginal pain or discomfort on effort, 
or even at rest, 3 days to 12 weeks before the infarction. 
The premonitory symptoms often showed a crescendo 
quality during the prodromal period. Electrocardio- 
grams in the prodromal stage might or might not show 
evidence of ischaemia, but there was no evidence of 
frank infarction. In one patient, who died of his in- 
farction, there was a small organized mural thrombus 
partially narrowing the left descending coronary artery; 
the histological character of this thrombus was compatible 
with a 5-week history of prodromal symptoms. A fresh 
recent thrombus was superadded which had caused 
terminal infarction and death. In 2 other cases haemor- 
rhage into atheromatous plaques, or even rapid progres- 
sion of atheromatous change, seemed to be responsible. 
It is important to recognize these prodromal symptoms’ 
and their possible pathology, as anticoagulant therapy 
may find its greatest usefulness in this group. 

J. McMichael 


See also Pathology, Abstract 1012. 


DISORDERS OF CIRCULATION 


1103. Methonium Compounds in the Treatment of 
Hypertension 

S. Locket, P. G. Swann, and W. S. M. GRIEVE. 
British Medical Journal [Brit. med. J.| 1, 778-784, 
April 14, 1951. 23 refs. 


Hexamethonium or pentamethonium bromide was 
used in the treatment of 34 cases of essential hypertension. 
The effect of rest in bed and sedation alone was observed 
for 2 weeks. The methonium compound was given 
intramuscularly for the first 2 weeks, in doses of 25 to 
100 mg. every 2 to 6 hours according to the response. 
The drug was then continued orally, the patient allowed 
up within a day or two, and treatment was continued 
in the out-patient clinic. The oral dose usually exceeded 
a daily total of 3 g. 


A fall in blood pressure occurred during the initial 
period of rest alone, and this fall continued during the 
initiation of methonium therapy. The blood pressure 
began to rise again when the patient got up, and was 
at the original level in all patients when seen as out- 
patients 2 weeks after discharge. One death occurred: 
3 cases appeared to show bromide intoxication. The 
serum bromide level rose steadily in all cases with 
continuing treatment. The authors suggest that the sub- 
jective improvement felt by many patients was due to 
the bromide ion. A. Venner 


1104. The Prognosis in Arterial Hypertension: Report 
on 117 Patients under 53 Years of Age followed 8 to 10 
Years 

A. H. Griep, G. R. BARRy, W. C. HALL, and S. W. 
Hoosier. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 221, 239-249, March, 1951. 2 figs., 
14 refs. 


In an investigation at the University of Michigan 
117 patients under 53 years of age, with a blood pressure 
exceeding 160/110 mm. Hg, but without primary renal dis- 
ease or terminal complications, were followed up for 8 
to 10 years. Of these, 46% died from hypertensive 
complications almost equally divided between cardiac 
and cerebrovascular causes (uraemia was rare), and 46% 
were alive after 10 years. Prognosis was more serious 
when hypertensive complications—in particular cardiac 
enlargement, persistent albuminuria, and encephalo- 
pathy—were present, while the presence of a high diastolic 
blood pressure,the male sex, abnormal electrocardiogram, 
and retinopathy also indicated a poor prognosis. Age, 
duration of hypertension, and the presence of headaches 
or dizziness at the initial examination were not significant, 
About 80% of patients with hypertensive complications 
died within 9 years, compared with only 20% in cases 
without vascular damage. Of the survivors 80% were 
without disabling symptoms. The authors note that 
the blood pressure showed little tendency to change either 
in the survivors or in those who died, and that the height 
of, or changes in, the level were unreliable as prognostic 
signs. I. Ansell 


1105. The Rice Diet in Ambulatory Patients with 
Fssential Hypertension. A Two-year Study of 105 
Patients 

D. G. Loorsourow, D. CALLAHAN, and R. S. PALMER. 
New England Journal of Medicine [New Engl. J. Med.| 
244, 577-581, April 19, 1951. 1 fig., 10 refs. 


Patients with hypertension were selected for this study, 
carried out at Massachusetts General Hospital, because 
of the presence of symptoms giving rise to anxiety, 
because they were seriously, but not acutely, ill, because 
they had definite damage to one or more organs, or 
because they had malignant hypertension not amenable 
to surgery. This group represented about 20% of the 
patients attending the hypertension clinic of the hospital. 
After a complete physical examination and investigation 
of familial tendency to hypertension, they were graded 
according to changes in the fundi, size and shape of the 
heart, electrocardiographic record, renal function tests, 
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posture and cold tests, benzodioxane test, blood 
chemistry, and urinary chloride excretion on a normal 
diet. In some cases an intravenous pyelogram was 
recorded. A control series on conservative medical 
treatment was studied concurrently. Patients were 
seen weekly to check weight, blood pressure, and urinary 
chloride excretion. They were maintained on the 
diet for periods ranging from 4 weeks to 4 months. 
Adherence to the diet was assumed on finding 10 mEq. 
or less of chloride per litre of urine. Patients with more 
than 50 mEq. were considered to be delinquents. The 
results were assessed from changes in blood pressure and 
in subjective, objective, and laboratory findings. The 
criterion chosen with regard to blood pressure was a fall 
of 20 mm. Hg in diastolic pressure, whereas Kempner 
adopted a similar fall in the mean arterial pressure. 

Of the series of 97 patients, 28°, adhered strictly to 
the diet, and of these 25% showed improvement in the 
blood pressure; 36°% adhered only moderately, and of 
these 23°, showed improvement. The results in the 
first year of trial were better than those in the second. 
In the strict-adherence group, 2 out of 28 showed 
improvement in eye-ground signs; 1 patient with arrhyth- 
mia reverted to normal rhythm; 4*patients with a hyper- 
tensive type of electrocardiogram showed no change 
and in 3 cases it showed reversion to normal; 4 showed a 
decrease in heart size. Many of the patients, as is 
common with a new treatment, reported subjective 
improvement. 

The investigators conclude that this severe form of 
treatment should be reserved for severe forms of the 
disease. They point out that it teaches self-discipline, 
it is easy to explain, and is easy to follow. It may, 
however, be lethal, is costly in time and money, and, 
because of the monotony, may easily give rise to depres- 
sion. They point out that by their stricter criterion of 
improvement in blood pressure the number of successes 
is only one-half to one-third the number of cases im- 
proved by Kempner’s standards. 

? J. Maclean Smith 


1106. Cardiac Output in Postural Hypotension 

J. B. HickKAM and W. W. Pryor. Journal of Clinical 
Investigation [J. clin. Invest.| 30, 401-405, April, 1951. 
1 fig., 10 refs. 


The effect of postural hypotension on cardiac output 
and arterial blood pressure was assessed in 12 patients. 
The observations were made on a tilting table, an angle 
of 60 degrees from the horizontal being maintained for 
7 to 8 minutes. Arterial pressure was measured with 
a Hamilton manometer, cardiac output by applying the 
Fick principle after cardiac catheterization for mixed 
venous sampling. The peripheral resistance was ex- 
pressed as the ratio between mean arterial pressure and 
the cardiac index in litres per minute per square metre 
of body surface. None of the subjects showed signs of 
impending collapse during the experimental period. 

Marked postural hypotension was observed on the 
basis of the failure of arteriolar constriction in the 
presence of no more than a normal postural decrease in 
cardiac output. A slight to moderate degree of fall in 


blood pressure was associated with a large fall in cardiac 
output and a compensatory increase in peripheral resis- 
tance. A large fall in blood pressure was often asso- 
ciated with a large fall in cardiac output with little change 
in peripheral resistance. In 5 cases 75 g. of human 
albumin in 1,300 ml. of saline was given intravenously 
in 15 minutes. There was an increase in cardiac output 
during tilt, as compared to the reaction before infusion, 
and the arterial pressure was well maintained. 

It is suggested that postural hypotension is mainly pro- 
duced by inadequate arteriolar tone in the upright 
position, often enhanced by a fallin cardiac output. This 
may be caused by a deficiency in venous tone. 

A, Schweitzer 


See also Pathology, Abstract 998. 
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1107. Polyarteritis Nodosa. A Correlation of Clinical 
and Post-mortem Findings in Seventeen Cases : 
G. C. GrieritH and I. L. VurAL. Circulation [Circula- 
tion] 3, 481-491, April, 1951. 2 figs., 21 refs. 


As a result of this study the authors conclude that 
there is no correlation between polyarteritis and hyper- 
sensitivity angiitis. In the present series the commonest 
initial symptom was pain, and the commonest causes of 
death were congestive heart failure and renal insuffi- 
ciency. Eosinophilia (1 in 17) and subcutaneous nodules 
(2 in 17) were infrequent and thus of little value in clinical 
diagnosis. Although hypertension was found in the 
majority of cases, it often occurred late, and its absence 
should, therefore, not lead to the rejection of a diagnosis 
of polyarteritis nodosa. G. J. Cunningham 


1108. Lipoproteins and Atherosclerosis 

J. W. Gorman, F. T. LINDGREN, H. B. Jones, T. P. Lyon, 
and B. Strisower. Journal of Gerontology [J. Gerontol.) 
6, 105-119, April, 1951. 10 figs., 5 refs. 


In the pathogenesis of atherosclerosis, lipids, although 
possibly not the primary aetiological agent, are involved 
as prominent components of the actual lesion. This 
study is concerned with the distribution of macro- 
molecules in serum which have as a component lipid 
material, under normal circumstances and in relation 
to atherosclerosis. The method used distinguishes 
between the various lipoproteins by means of ultra- 
centrifugation, the lipids considered being those having 
a low density (1-063). These are fractionated accord- 


ing to the flotation rate under standard conditions where . 


a solution of sodium chloride of a density of 1-063 g. per 
ml. at 26°C. is used as the flotation medium. In 
human serum various lipoprotein fractions, ranging from 
Sf 2 to S; 40,000 (S; is the flotation rate of 1 x 10-13 cm./ 
sec./dyne/g.), have been identified. Chemically, they 
vary from 25% protein, 30% cholesterol and its esters in 
the Ss 4 molecules to 7% protein and 5% cholesterol in 
the Sr 40,000 molecules. With increasing S¢ rate the 
phospholipid and neutral-fat concentration increases. 
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Based on this lipoprotein spectrum a study was made 
of atherosclerosis in cholesterol-fed rabbits, dogs 
treated with thiouracil, and cholesterol- and stilboestrol- 
implanted chicks. It was found in these animals that an 
increase in S 10 to 30 molecules was associated with 
atherosclerosis and that the increase was independent of 
any change in concentration of the molecules with 
lower Sy. 

In the study of human atherosclerosis it was first 
demonstrated that the concentration of Sy 20 molecules 
and below was independent of postprandial lipaemia 
and also that molecules of Sy 6 and below are unlikely 
to be involved in human atherosclerosis, on the basis 
of the evidence gained from animal experimentation. 
Thus the S; 10 to 20 molecules were considered in relation 
to human atherosclerosis. 

The groups observed were prepubertal children: 
the sex differential between young adult males and 
females and variations produced in the concentration 
of the S; 10 to 20 molecules with increasing age and 
various disease states characterized by severe athero- 
sclerosis were studied. The results indicate that the 
Sy 10 to 20 molecule concentration is the lowest in the 
prepubertal children, where the incidence of atheroma 
is negligible. The sex differential shows that females 
have a lower concentration of Sy 10 to 20 molecules 
than males of the same age group. Similarly athero- 
sclerosis is less frequent in females than in males under 
40 years old. A progressive rise in concentration of this 
lipoprotein group with increasing age is observed, as is 
an increasing incidence of atheroma. Similarly in- 
creased concentration is found in myxoedema, xanthoma 
tuberosum, and nephrosis—conditions characterized by 
a high incidence of atherosclerosis. Hypertension per se 
does not appear to be associated with a rise in the 
concentration of S; 10 to 20 molecules unless associated 
with the manifestations of atherosclerosis. The total 
blood cholesterol level varies independently of the Sy 
10 to 20 concentration. It has also been demonstrated 
that the S¢ 10 to 20 level can be markedly reduced by 
rigorous restriction of fat and cholesterol intake, the 
rate and extent of the reduction varying from individual 
to individual. Thus it is suggested that this increase in 
the concentration of Sy 10 to 20 molecules in serum 
represents a general metabolic disorder in fat and chole- 
sterol transport and is in some way involved in the 
development of atherosclerosis. J. Dawson 


1109. Pulmonary Arteriovenous Aneurysms and _ their 
Relation to Hereditary Haemorrhagic Telangiectasia 
(Osler’s Disease). (Uber arterio-venése Lungenaneurys- 
men und ihre Beziehungen zur Oslerschen Krankheit) 
C. HEDINGER, W. H. Hitzic, and C. MaArMiIER. 
Schweizerische Medizinische Wochenschrift [Schweiz. med. 
Wschr.] 81, 367-374, April 21, 1951. 8 figs., 47 refs. 


In 1945 Steiger described the occurrence of Osler’s 
disease (hereditary haemorrhagic telangiectasia) in a 
family in the neighbourhood of Berne. A member of 
this family was admitted to hospital in December, 1949, 
suffering from severe loss of blood due to a haemorrhage 
from a swelling on the tongue. The authors describe 


the patient’s history and the clinical and laboratory 
findings in detail. The patient had small aggregations 
of dilated blood vessels in his face, mucous membranes, 
and fingers. From time to time he experienced haemor- 
rhages from these areas; these haemorrhages followed 
quite minor traumata and occurred in bouts. Between 
these bouts much more severe injuries would produce no 
bleeding. There were marked clubbing of the fingers 
and toes, a blood pressure of 125/30 mm. Hg, and a sys- 
tolic murmur at the left lung base. Despite an anaemia 
of 21% haemoglobin, cyanosis was present. After blood 
transfusion three opacities were found by x-ray examina- 
tion of the lung fields: two of these were obviously 
connected to the hilum of the lung by large blood 
vessels. Attempts to expire and inspire against a closed 
glottis caused the opacities to shrink and swell respec- 
tively (Valsalva’s and Mueller’s manceuvres). Tomo- 
graphy revealed the connecting blood vessels quite 
clearly. 

Operative intervention was ruled out because of the 
multiplicity of the aneurysms in the chest. The patient 
succumbed some months later to a cerebral abscess, and 
necropsy confirmed the diagnosis. 

The authors point out that the symptomatology of 
arterio-venous lung aneurysms is dominated by cyanosis, 
clubbing, and polycythaemia. A systolic murmur can 
almost always be heard over the aneurysm. Haemo- 
ptysis is uncommon but serious. The diagnosis can 
usually be achieved without angiography—a diagnostic 
procedure which the authors consider to be not without 
risk. The ideal treatment is of course the removal! of the 
short-circuit by lobectomy or pneumonectomy. The 
aetiology of the disease and its relationship to Osler’s 
disease are discussed. The latter probably coexists in 
more than 50% of patients with arterio-venous aneurysms 
of the lung. If the genealogical tree of a patient with 
this malformation is studied, members will probably 
be found who show the complete picture of Osler’s 
disease. The authors reproduce the family tree of the 
patient under discussion, and describe one of the patient’s 
more distant relations who had had cavernous haeman- 
giomata of the pleura, parietal and visceral. 

Malformations of the cerebral blood vessels may also 
be found in cases of arterio-venous aneurysm of the lung 
—a fact which supports the suggestion that the pulmon- 
ary and cerebral circulations are closely linked: cerebral 
catastrophes were responsible for the deaths of several 
members of this family. Cerebral abscess has also 
been described in more than one patient with arterio- 
venous aneurysm of the lung. In such patients the blood 
supply to the remaining lung tissue is presumably 
impaired by the short-circuit, and infections, followed by 
cerebral abscess, are commoner. 

The hereditary factors are discussed and the literature 
is reviewed. There are several convincing radiographs. 

Helen Grant 


1110. Abdominal Aortic Aneurysm with Rupture into 
the Duodenum. A Report of Eight Cases 

A. E. Hirst and J. ArFeLpt. Gastroenterology {Gastro- 
enterology] 17, 504-514, April, 1951. 3 figs., 17 refs. 
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Disorders of the Blood 


ANAEMIA 


{111. Gastric Tumours associated with Pernicious 
Anaemia. (Les tumeurs gastriques au cours de l’anémie 
de Biermer) 

C. DEBRAY, —. ROBERT-BENON, and J. DEBRAY. Semaine 
des Hépitaux de Paris [Sem. Hép. Paris] 27, 1641-1652, 
May 22, 1951. 9 figs., 35 refs. 


In 8 of 41 patients with pernicious anaemia gastric 
neoplasms were found; of these, 5 were benign polypi, 
2 carcinomata, and | a polyp which apparently became 
malignant. Benign polypi were found in 3 women and 
2 men aged from 54 to 74 years. In 4 of these cases 
gastroscopy showed polypi which were very small, well 
defined, rounded, and, with one exception, sessile; 
they were present in the pyloric antrum and body of the 
stomach. Gastric carcinomata developed in 2 patients 
15 months and 4 years respectively after the onset of 
pernicious anaemia. 

The last case is of special interest. A 71-year-old 
man who developed pernicious anaemia showed no 
abnormality on gastroscopy other than atrophic gastritis, 
but 2 years later a small sessile polyp was found on the 
greater curvature. After 3 more years a marked change 
was detected in the tumour, with enlargement, bleeding, 
and an irregular surface. The patient was unfit for 
operation but, over the next 18 months until his death, 
the development of the growth to a large malignant mass 
was observed by the gastroscope. A necropsy was not 
carried out. 

In a long discussion of the relationship between 
pernicious anaemia and gastric tumours the literature is 
reviewed to show that the incidence of benign and malig- 
nant gastric neoplasms is considerably higher in cases 
of pernicious anaemia. The authors find gastroscopic 
more valuable than radiological investigation in detecting 
polypi, and they believe that patients with pernicious 
anaemia should be examined yearly for gastric tumours 
and more often if polypi are present. Peter Story 


1112. Haemolytic Disease of Newborn due to Immune 
Anti-A Agglutinin 

A. ZOUTENDYK and A. Brorwo. British Medical Journal 
[Brit. med. J.] 1, 1357-1358, June 16, 1951. 6 refs. 


A woman who had aborted at 14 weeks in her first 
pregnancy was found during the second pregnancy to 
be Group O, Rh positive, with an anti-A titre of 1 in 
10,000 at 37° C., whereas the anti-B titre was within nor- 
mal limits. The husband’s blood was Group A and of 
the same rhesus genotype as that of his wife. The woman 
went into labour at 31 weeks, and although the foetal 
heart had been heard 24 hours previously, a stillbirth 
resulted. The cord blood was Group A and gave a 
strong positive direct Coombs’s reaction. The maternal 
serum agglutinated the baby’scells to a titre of 1 in 20,000 


_ in saline and 1 in 50,000 in serum, the anti-B titre 


remaining unchanged. No _ irregular isoagglutinins . 
could be found in the maternal serum by any of the 

known techniques. Six months after delivery the 

woman’s anti-A titre had fallen to 1 in 1,000. About | 

year later she became pregnant again. During this 

pregnancy the anti-A titre fell and then remained steady 

at 1 in 500, and she gave birth to a normal Group O 

child. 

The authors consider that the stillbirth resulted from 
immunization of the mother to the A antigen carried by 
the foetus, and they emphasize the importance of 
considering ABO incompatibility in haemolytic disease 
of the newborn and in every case with a suspicious 
obstetric history. I. Dunsford 


1113 (a). Studies on Abnormal Hemoglobins—I. Their 
Demonstration in Sickle Cell Anemia and Other Hemato- 
logic Disorders by means of Alkali Denaturation 
K. Stncer, A. I. and L. Sincer. Blood 
[Blood] 6, 413-428, May, 1951. 7 figs., 33 refs. 


1113 (6). Studies on Abnormal Hemoglobins—II. Their 
Identification by Means of the Method of Fractional 
Denaturation 


K. Stncer, A. I. CHerNorr, and L. Sincer. Blood | 


[Blood] 6, 429-435, May, 1951. 5 figs., 11 refs. 


Making use of the fact that normal haemoglobin is 
denatured within one minute when exposed to an 
alkaline reagent at pH 12-7, the authors have looked for 
alkali-resistant haemoglobins in various haematological 
disorders. These were found most frequently in patients 
with hereditary haemolytic anaemias and were con- 
sistently present in patients with sickle-cell anaemia 
(but not in those with the sickling trait only), in the more 
severe Mediterranean anaemias, and in 1 of 4 families 
with familial spherocytosis. Abnormally denaturing 
haemoglobins were found occasionally in untreated 
pernicious anaemia, chronic aregenerative anaemia, 
leukaemia, and leuco-erythroblastic anaemia. When 
abnormal haemoglobins are demonstrable, a mixture 
of normally and abnormally denaturing compounds is 
always present, and the amount of resistant haemoglobin 
varies considerably in different individuals with the same 
disease. Foetal haemoglobin resists alkali denaturation, 
and experiments on healthy infants suggest that this 
compound could sometimes be detected as long as 2 
years after birth. 

The suggestion has been made that the abnormally 
denaturing haemoglobin is identical with foetal haemo- 
globin, and that it may always indicate a continued 
production of foetal pigment beyond the normal age 
limit or a reactivation of such a mechanism. In their 
second paper the authors describe a process of fractional 
denaturation of the alkali-resistant haemoglobins 
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designed to investigate this hypothesis. In each patient 
with abnormal haemoglobin the alkali-resistant pigment 
in that patient behaves like a homogeneous substance, 
but the rate of alkaline degradation is often different 
from that found in the case of foetal haemoglobin. 

P. C. Reynell 


1114. Ratio of Sickle-cell Anemia Hemoglobin to Normal 
Hemoglobin in Sicklemics 

I. C. and H. A. ITANo. Journal of Biological 
Chemistry [J. biol. Chem.] 188, 65-74, Jan., 1951. 3 figs., 
17 refs. 


The haemoglobin of persons with the sickle-cell trait 
(heterozygous carriers of sickle-cell anaemia) consists 
of two components which behave electrophoretically as 
normal haemoglobin and sickle-cell anaemia haemo- 
globin (SCA Hb). This paper records the variations in 
these two haemoglobins in 42 cases of sickle-cell anaemia 
chosen at random. The techniques used were very 
similar to those previously described (Pauling ef a/., 
Science, 1949, 110, 543). The percentages of SCA Hb 
ranged from 24 to 45, with an arithmetical mean of 
37°5°¢. One-third of the samples contained 40 to 42°% 
of SCA Hb. The ratio of SCA Hb to normal Hb in 
a given individual is relatively constant, at least for 
periods as long as4 months. Age, sex, and geographical 
location appear to have no influence on the level of the 
two haemoglobins, but heredity may be a major factor. 

In 3 cases of mild sickle-cell anaemia, which existed 
for over a year without blood transfusion, the electro- 
phoretic patterns revealed the presence of varying 
amounts of normal haemoglobin. This finding supports 
the long-held clinical view that “* all shades of variation 
between the trait and severe anaemia may be en- 
countered ”’. Harold Caplan 


1115. Occurrence of Symptoms of Sickle Cell Disease 
in the Absence of Persistent Anemia 

T. W. Green and C. Lockarp COoNLEY. Annals of 
Internal Medicine [Ann. intern. Med.| 34, 849-855, 
April, 1951. 11 refs. 


In sickle-cell disease severe bone and joint pains, 
abdominal pains, jaundice, and some other symptoms 
are common. It has usually been held that these 
symptoms were prominent only in those patients who 
had sickle-cell anaemia and not in those who showed 
only the trait. Some cases have, however, appeared 
in the literature which had characteristic symptoms but 
no anaemia; the present authors give full details of 3 
more cases, and add brief notes of one fatal case. Two 
of the surviving patients and the one who died were 
negroes; the other patient was a Greek, born in Greece, 
who had recurrent attacks of very severe bone and joint 
pains, no anaemia, and 100% sickling of his erythrocytes 
in 24 hours. The patient who died had symptoms of 
diffuse brain disease, and at necropsy multiple small 
areas of infarction were found and the blood vessels 
contained large numbers of sickle cells. 

In negroes, it is clear, the diagnosis of sickle-cell 
disease must always be kept in mind, and it must be 
remembered that the sickling preparations may be 


negative after keeping for 30 minutes, but Positive after 
24 hours. In white patients the possibility is very 
likely to be overlooked. The authors draw attention 
to the improved methods of detecting sickle-cell disease 
that are now used. M. C. G. Israéls 


See also Genetics, Abstract 872. 


HAEMORRHAGIC DISEASES 


1116. Haemophilia associated with Normal Coagulation 
Time 

C. Merskey. Britsh Medical Journal (Brit. med. J.) 1, 
906-912, April 28, 1951.. 11 figs., 19 refs. 


The most important laboratory test for haemophilia 
is the prolongation of the clotting time, but there seems 
little doubt that the test may be normal in very mild 
haemophiliacs and in ordinary cases in remission. In 
haemophilia prothrombin is not used up in normal 
amounts in the clotting process. Thus, haemophilic 
serum may contain as much prothrombin as does the 
plasma. [In the clotting of normal blood nearly all 
the prothrombin is turned into thrombin.] Anti- 
haemophilic globulin, which is found in normal blood, 
will hasten the clotting of haemophilic blood. The 
latter does not, of course, contain this globulin, and its 
absence can be proved by adding the suspected blood in 
minute quantities to haemophilic blood; there is no 
shortening of the clotting time. These three tests may 
be used in the diagnosis of haemophilia. 

This paper describes the clinical histories of 8 families 
in which cases occurred with normal or only mild 
prolongation of the clotting time. Symptoms might be 
mild or severe; patients with mild symptoms led fairly 
normal lives. Most of the patients, however, had 
had at least one severe bleeding bout, especially when 


‘ teeth were extracted. Minor scratches gave little trouble, 


which only followed severe injury: thus ankylosed joints 
were infrequent. The author rightly stresses that the 
finding of a normal coagulation time may give a false 
sense of security, especially with regard to operations. 
Cases linked by family connexions were similar as re- 
gards both the clinical picture and the laboratory find- 
ings. Paul B. Woolley 


1117. Haemophilia in the Female 

M. C. G. IsraELts, H. Lempert, and E. GILBERTSON. 
Lancet [Lancet] 1, 1375-1380, June 30, 1951. 2 figs., 
21 refs. 


The case is described of a young woman aged 24 
whose parents belonged to haemophilic but unconnected 
families. Her father and his brother, and her mother’s 
brother, were known haemophiliacs. Her sister’s son 


was also a haemophiliac and was found by the authors | 


to show the typical coagulation defect of this disease. 
The patient had been known to bruise easily since 
childhood. She came under investigation on the 
present occasion as a primipara who had gone to full 
term but had developed severe post-partum haemorrhage. 
Repeated investigation over a period of about 9 months 
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provided convincing laboratory evidence of the coagula- 
tion defect of haemophilia. The platelet count was 
uniformly normal; the coagulation time was invariably 
prolonged; the accelerated coagulation time (oxalated 
plasma) was always greatly increased; and prothrombin 
consumption was very much delayed. The plasma 
prothrombin time was normal, the labile factor was 
shown to be present, and there was no demonstrable 
anticoagulant in the patient’s plasma.. Adequate 
controls were included at all stages in the investigation, 
and there is no doubt that the case described satisfies all 
the established requirements necessary for the diagnosis 
of haemophilia. A. Brown 


1118. Successful Blood Transfusion by means of a Sili- 
cone-lined Syringe in a Case of Haemorrhagic Thrombo- 
cytopathia. (Succés dune transfusion de sang par 
seringue siliconée dans un cas de thrombocytopathie 
hémorragique) 

J. Favre-GILy, I. HirscH, W. DAMESHEK, and J. PRATT. 
Sang [Sang] 21, 681-696, 1950. 4 figs., 33 refs. 


A child of 9 years had since birth had a haemorrhagic 
diathesis which was not relieved by splenectomy. The 
bleeding time was prolonged and the platelets present 
were morphologically abnormal, though not unduly 
reduced innumber. The prothrombin index was normal, 
but the prothrombin conversion by autologous platelets 


_was defective. The bleeding tendency was not aifected 


by a transfusion of citrated blood. The transfusion 
of blood from a thrombocythaemic donor by means of 
silicone-coated syringes was successful in arresting the 
haemorrhage: it was possible to show survival of 
morphologically normal platelets for several days with 
a reduction in bleeding time and prothrombin con- 
version. John F. Loutit 


LEUKAEMIA 


1119. A Study of the Natural History of Acute Leukemia 
with Special Reference to the Duration of the Disease and 
the Occurrence of Remissions 
C. M. SoutHamM, L. F. Craver, H. W. DARGEON, and 
J. H. BURCHENAL. Cancer [Cancer] 4, 39-59, Jan., 
1951. 6 figs., bibliography. 


This paper gives details of 38 cases of remission of 
acute leukaemia recorded in the literature, and clinical 
and haematological details of 173 cases of acute leuk- 
aemia seen at the Memorial Center for Cancer and 
Allied Diseases in New York from 1926 to 1948 inclusive. 
Of these 173 patients 23 had received folic acid antago- 
nists and are excluded from the survival and remission 
figures. The difficulty of classifying some cases is em- 
phasized; for example, selection of cases in which there 
are * blast’ cells in blood or bone marrow misses some 
that have not this feature but run an acute course; in 
some blastic’’ cases, which are called subacute’, 
the patient has survived more than a year. On the other 
hand, collection of all cases in which the patient survived 
less than a year includes some that were clearly in the 
final stages of chronic leukaemia. The authors therefore 


M-——U 


took into consideration all cases diagnosed as of acute or 
subacute leukaemia, all cases of leukaemia in patients 
under 21 years of age, and all cases in which the duration 
from the first symptoms to death was 52 weeks or less; 
they eliminated 11 adults who lived less than 52 weeks 


because they obviously had chronic leukaemia; and they ~ 


excluded one case of typical chronic myeloid leukaemia 
in a child aged 15 and one of eosinophil leukaemia in a 
child aged 9. 

The analyses show that 36 cases were unclassified 
and the remainder were equally distributed between 
lymphatic and myeloid types of disease. Most cases 
occurred between birth and 4 years of age, then 
the incidence falls to a minimum between 30 and 34, 
followed by a rise to a still relatively low level at 45 to 49, 
and again a small peak at 70 to 74 years. Males were 
more affected than females except in the 4th year of life; 
sex, on the whole, made little difference to survival. 
Figures show that 25°% of the patients were dead by the 
9th week after symptoms started, 33% by the 12th week, 
50% in 17 weeks, 66% in 22 weeks, 75% in 28 weeks, 
and 95% in 40 weeks; only 4 patients (2-7%) survived 
for 1 year. Age had no influence on survival, and the 
various cytological types also show much the same 
survival rates. Treatment, judged by 5-year periods, 
has increased survival: in 1931-5 the mean survival 
was 15-4 weeks; in 1941-5, 19-4 weeks; and in the 3, 
years 1946-8, 23-0 weeks; in 1926-30 it was exceptional, 
being 25 weeks. The methods of treatment were mostly 
supportive—that is, blood transfusion and antibiotics; 
some of the later cases had received x-ray therapy, 


nitrogen mustards, or radio-phosphorus. The leucocyte ‘ 


count when the patient was first seen gives some clue to 
survival and, in general, the higher the initial count, the 
shorter the expected survival; for example, the mean 
survival of the 25 patients who had less than 5,000 
leucocytes per c.mm. when first seen was 25-0 weeks; 
the survival of those 30 patients with over 100,000 cells 
per c.mm. was 16-3 weeks. 

Brief details of the recorded remissions in the literature 
are given and they show an extraordinary variation of 
survival, ranging from 7 to 210 weeks (and the 210-week 
survivor was still alive when last seen). Of such cases 38 
are mentioned; most of them had only supportive 
treatment. The authors’ own series include 2 of com- 
plete and 4 of presumed complete remission; by this is 
implied that blood and bone marrow were normal and 
clinical signs no longer present, and the diagnosis of 
acute leukaemia could no longer be made; another 7 
patients showed partial remission. Of the 6 patients 
with complete remission 4 had only supportive treatment 
and survived 46, 30, 34, and 28 weeks respectively; one 
had nitrogen mustard and lasted 38 weeks, one had 32P 
and lived 17 weeks; the patients with partial remissions 
survived from 12 to 52 weeks. 

Facts are also given about the initial symptoms, the 
physical findings, the blood and marrow pictures, the 
blood groups, and the results of blood-clotting tests 
and serological tests. Brief references to the bone 
involvement in 16 of their cases are made. Although 
chronic lymphatic leukaemia is said to be commoner 
among Jewish patients, acute leukaemia shows no such 
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incidence. There was no decisive increase in the number 


of admissions to the Memorial Hospital over the years _ 


1926 to 1948 that could not be explained by greater 
interest in treatment and better diagnosis. Brief case 
records are given of the 13 patients with remission and 
of 2 patients who survived for an unusually long 
period without any apparent remission. 

M. C. G. Israéls 


1120. Red Cell Survival Studies in Normal and Leuk- 
aemic Subjects. A Latent Haemolytic Syndrome in 
Leukaemia with Splenomegaly—the Nature of Anaemia 
in Leukaemia—Effect of Splenectomy. [In English] 

R. BERLIN. Acta Medica Scandinavica [Acta med. 
scand.| Suppl. 252, 139, 1-141, 1951. 59 figs., biblio- 
graphy. 


1121. Treatment of Acute Leukaemia with Aminopterin 
J. F. WILKINSON and C. Garpikas. Lancet [Lancet] 1, 
325-327, Feb. 10, 1951. 1 fig., 13 refs. 


To 21 patients with acute leukaemia “* aminopterin ”’ 
was given for a sufficiently long period to permit 
conclusions to be drawn concerning its effect. In 
15 patients no response was observed, but in 6 there 
were remissions: of 20 days in 2 cases, of 30 days in 1, 
of 60 days in 2, and two remissions of 62 and 60 days 
each in 1. This incidence of response is higher than 
could be expected from the known spontaneous re- 
mission rate (approximately 10%). In 4 of these 6 
cases the patient had myeloblastic leukaemia, in 1 
monocytic leukaemia, and in 1 lymphatic leukaemia. 
This last patient, a 24-year-old child, experienced the 
two remissions. 

[Although the authors themselves do not draw 
attention to the fact in the text, a perusal of the tables 
shows that the 6 patients in whom remissions were 
observed were under 16 years of age, whereas only 3 
of the 15 patients who did not respond came within 
this age group, the average age of the remainder being 
43 years.] H. Lehmann 


1122. Acute Leukaemia Treated with A-Methopterin 

J. V. Dacte, E. Dresner, D. L. MOLLin, and J. C. 
Wuite. British Medical Journal [Brit. med. J.) 1, 
784-792, April 14, 1951. 3 figs., 29 refs. 


- The results are described of treatment of acute leuk- 
aemia with “ a-methopterin ” in 7 cases: 5 in children, 3 
with acute lymphatic and 2 with acute myeloblastic leuk- 
aemia; 1 adult with acute myeloblastic and 1 adult with 
paramyeloblastic leukaemia. The effects were uniformly 
unfavourable. The 2 adults received total doses of 120 
mg. and 180 mg. respectively, and both developed toxic 
symptoms, ulceration of the mouth and other parts of 
the alimentary tract appearing. An increased haemor- 
rhagic tendency was noted in all the patients, and since 
this was not controlled by giving protamine sulphate or 
toluidine blue it is concluded that it was not due to an 
increase of heparin-like substance in the blood. In 3 


_ children there seemed to be some definite effect on the 


circulating blood; the leucocyte count became less and 


the type of cells mature; at one necropsy the marrow 
also showed increased erythropoiesis and granulopoiesis, 
One child had a “ remission ’’ that lasted only 4 weeks, 
and she was then resistant to further a-methopterin and 
to“ aminopterin”. A\ll the patients died, after surviving 
for only short periods. M. C. G. Israéls 


1123. Serum Anti-hyaluronidase in Human Leukemia 
and Lymphosarcoma. Effects of Cortisone and ACTH 
H. H. HENsTELL and R. I. FREEDMAN. Proceedings of 
the Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N. Y.] 76, 239-242, Feb., 1951. 7 refs. 


The authors report the results of their studies of the 
serum antihyaluronidase level in human leukaemia and 
lymphosarcoma together with the changes in level that 
occur following treatment with cortisone, ACTH, and 
other therapeutic agents. The antihyaluronidase titre 
was determined by a viscosimetric method. Elevated 
antihyaluronidase titres were found in lymphosarcoma, 
leukaemia, and MHodgkin’s disease. Chemotherapy 
resulted in a lowering of antihyaluronidase titre which 
was associated with clinical improvement. A_ very 
low titre was observed after the administration of 
urethane either alone or in combination with other 
therapy. A marked rise in antihyaluronidase level 
followed the administration of cortisone to 2 patients 
with myelocytic leukaemia. 

Administration of ACTH and cortisone to patients 
with lymphosarcoma and Hodgkin’s disease resulted ina 
decrease in the antihyaluronidase titre. 

R. Winston Evans 


1124. Cortisone in Acute Lymphoblastic Leukaemia: 
Report of a Case 

M. M. SuzMan, B. GOLDBERG, and H. Hirscu. Lancet 
[Lancet] 1, 760-763, April 7, 1951. 1 fig., 12 refs. 


A girl aged 14 was treated with cortisone at Johannes- 
burg Hospital 8 weeks after the onset of acute lymphatic 
leukaemia. Before treatment there were 162,000 
leucocytes per c.mm., with 78° lymphocytes and 21-5% 
lymphoblasts; a hypercellular sternal marrow contained 
many lymphoblasts. 

Starting with 300 mg. daily, 2:7 g. cortisone acetate 
(“ cortone’’) was given intramuscularly in 36 days. 
At first the spleen and lymph nodes became smaller, 
skin nodules disappeared, fever remitted, and haemor- 
rhages stopped but, throughout, the bleeding and 
clotting times were raised and the capillary-fragility 
reaction was positive. The leucocyte count quickly fell 
to 14,000 per c.mm. and marrow cellularity was reduced, 
but in neither case was the proportion of immature cells 
lowered. 

During the fourth week of treatment 25 mg. cortisone 
daily did not prevent relapse, and when administration 
was stopped there was rapid clinical and pathological 
deterioration. Injections were resumed 20 days later, and 
caused reduction in size of spleen and lymph nodes and 
lowering of the leucocyte count from 151,000 to 4,900 per 
c.mm. Haemorrhages were not affected and, despite 
blood transfusions, caused death on the fifth day. 

Peter Story 
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Respiratory Disorders 


1125. Effect of Penicillin and Aureomycin on _ the 
Natural Course of Streptococcal Tonsillitis and 
Pharyngitis 

W. R. Brink, C. H. RAMMELKAmMP, F. W. Denny, and 
L. W. WANNAMAKER. American Journal of Medicine 
[Amer. J. Med.] 10, 300-308, March, 1951. 6 figs., 
refs. 


During the course of an investigation at a United 
States Air Force base in Wyoming, penicillin was 
employed in the treatment of 197 patients suffering 
from exudative tonsillitis and pharyngitis. In most 
cases the disorders were due to Group-A haemolytic 
streptococci. The patients were given three intra- 
muscular injections of procaine benzyl penicillin in 
peanut oil with 2% aluminium monostearate, and the 


total dosage amounted to 1,200,000 units. To a group. 


of 80 patients aureomycin was administered in a total 
dosage of 8-5 g. in a period of 4 days. The effects of 
antibiotic therapy were compared with the results 
obtained in 198 patients who received no special treat- 
ment. Due consideration was given to the fact that 
three types of streptococcus were isolated from the 
cultures derived from the upper respiratory tract. These 
types of organism produced infections of varying 
severity. The variations necessarily modified the ulti- 
mate assessment of the results. 

Both antibiotics produced a comparatively rapid 
disappearance of sore throat, pyrexia, and leucocytosis, 
especially when the treatment was given during the early 
stages of the illness. In this respect aureomycin was 
slightly more effective than penicillin. On the other 
hand, nausea, vomiting, and loose stools were of rela- 
tively frequent occurrence among the patients who 
received aureomycin. Neither antibiotic had any 
significant effect upon the physical signs. Penicillin was 
superior to aureomycin in removing infective organisms 
from the upper respiratory tract and in reducing the 
incidence of carriers, but the antibiotics were equally 
successful in inhibiting the production of antistrepto- 
lysin O. With regard to the incidence of complications, 
fewer cases of otitis media were observed in the groups 
receiving special treatment than in the control group. 
Two cases of acute rheumatic fever occurred in the series 


treated with penicillin. In contrast, rheumatic fever | 


developed in 5 patients who received no special treat- 
ment. This complication was not observed in patients 
treated with aureomycin. A. Garland 


1126. Bronchiogenic Neoplasm Masquerading as Alveolar 
Cell Carcinoma. With Report of a Case Clarified Only by 
Autopsy . 

W. L. Potts and H. B. Davipson. Journal of Thoracic 
Surgery [J. thorac. Surg.) 21, 402-420, April, 1951. 
11 figs., bibliography. 


1127. “* Alveolar-cell’’ Carcinoma of the Lung 
H. 1. McCoy. Annals of Internal Medicine {Ann. intern. 
Med.) 34, 968-982, April, 1951. 8 figs., bibliography. 


1128. Acute Suppurative Bronchitis and Bronchiolitis in 
Chronic Pulmonary Disease: Diagnosis and Manage- 
ment 

L. CaRDON, L. LEMBERG, and R. S. GREENBAUM. Annals 
of Internal Medicine [Ann. intern. Med.] 4, 559-591, 
March, 1951. 6 figs., 38 refs. 


The authors describe a clinical picture to which the 
name “ acute suppurative bronchitis and bronchiolitis ” 
is applied. The characteristic symptoms occur usually 
after a mild upper respiratory tract infection in a patient 
with long-standing asthma, bronchiectasis, or chronic 
pulmonary disease. As the infection travels downwards 
in the respiratory tract, retrosternal pain, increasing 
dyspnoea, and cyanosis with tachycardia may ensue. 
There is restlessness with delirium from the anoxia. 
Inspiratory recession of the accessory muscles and 
medium or coarse rales are present. Inability of the 
lungs to clear themselves of accumulating secretion in 
the bronchioles gives rise to the “ drowning” and 
suffocation of the patient. Bronchopneumonia is 
distinguished by the presence of fine rales, which are 
absent in bronchiolitis, and congestive failure is distin- 
guished by the presence of venous engorgement. Left 
ventricular failure and a silent coronary infarct may 
prove difficult to distinguish from suppurative bronchio- 
litis, but the authors feel that both conditions should be 
treated simultaneously. 

Treatment lies in prompt oxygen administration in 
concentrations as near 100% as possible by means of the 
B.L.B. mask, or the Barach-Eckman mask under a 
positive pressure of 1 to 4 cm. of water for short periods. 
Mechanical aspiration of the secretions is recommended 
by means of a catheter inserted into the trachea through 
nose or mouth and attached by a rubber tube to a vacuum 
bottle or an electric suction apparatus. The catheter 
is swiftly inserted as far as possible, and the muco-pus 
is drawn up as rapidly as spasm of the glottis will 
permit. If necessary, bronchoscopy is advised for later 
aspirations. Bronchodilators, such as 1 ml. of 1% 
adrenaline, and aerosol inhalations of 50,000 units of 
penicillin and 50 mg. streptomycin in 2 ml. distilled 
water. are used in addition to the other measures. The 
authors present 8 case reports of severe bronchiolitis 
treated with the above methods, with a fatal termination 
in 5 cases. 

[The catheter method of aspiration, as pointed out by 
the authors, is best applied by an expert in the technique 
and it is not without danger. Its fuller evaluation in 
bronchiolitis is awaited with interest.] 

I. McLean-Baird 
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1129. Medical Indications for the Surgical Treatment 
of Acutely Bleeding Peptic Ulcer 

H. BeGctrup. British Medical Journal [Brit. med. J.] 2, 
20-22, July 7, 1951. 10 refs. 


During the 5 years 1943-7, 214 cases of haemat- 
emesis and melaena were admitted to the Central 
Hospital, Randers, Denmark, and treated medically. Of 
these, 87 had melaena only and are not considered further. 
The paper is concerned with estimating the symptoms 
that are of value in the prognosis of haematemesis 
treated medically, with a view to deciding in which cases 
surgical intervention is likely to give the best results. 
The causes of the haematemesis were: carcinoma in 6 
cases, oesophageal varices in 4, and lymphatic leukaemia 
and pernicious anemia in | case each, the remainder of 
the cases being due to peptic ulcer. Of the patients with 
peptic ulcer 19 died from haemorrhage—an over-all 
mortality of 16-°5%. 

The author examines this group of cases of haemat- 
emesis to see how many of them satisfied the alternative 
criteria of Pedersen (Gastroenterology, 1949, 12, 597) 
and Bohn (Brit. med. J., 1949, 2, 630) for surgical 
intervention. Pedersen’s criteria (age over 50, haemat- 
emesis while in hospital, and recognized ulcer) would 
have indicated surgery in 8 cases, including 4 of the 
patients who died, but would not have included the other 
15 fatal cases. Bohn’s criteria are: age over 40 and two 
or more of the following factors: severe haemorrhage, 
good evidence of ulcer, and haematemesis in hospital. 
By these standards operation would have been indicated 
in 47 cases, including 18 of the 19 fatal ones. 

It is concluded that Bohn’s criteria are more useful 
in determining which cases should have immediate 
operation, as they are likely to include nearly all the 
potential deaths under medical treatment. 

[The risks of emergency operation are not considered. ] 

T. D. Kellock 


1130. Observations on the Use of Stilbestrol in the 
Treatment of Peptic Ulcer 

K. N. OsHa and K. VENKATACHALAM. Gastroenterology 
[Gastroenterology] 18, 100-103, May, 1951. 10 refs. 


1131. Post-Bulbar Duodenal Ulceration . 
W. M. LONERGAN and A. KAHN. Gastroenterology 


[Gastroenterology] 17, 494-503, April, 1951. 3 figs., 
16 refs. 


The authors describe 10 cases of duodenal ulcer 
occurring in the second part of the duodenum; the 
rarity of ulcer beyond the duodenal bulb is noted. All 
the patients were males and the symptoms were similar 
to those usual in duodenal ulcer; 8 of the 10 cases 
were confirmed by surgical intervention. X-ray examin- 
ation often shows an ulcer crater, usually with constric- 


tion of duodenal lumen from spasm or from permanent 
deformity due to scarring. Seven of these patients had 
haemorrhage, which is especially frequent from ulcers 
in this situation. The authors record an incidence of 
10 cases out of 75,000 hospital admissions during a 
period of 7 years, and observe that the number of ulcers 
of the second part of the duodenum seen at necropsy is 
much higher than that seen on radiological examination. 
They must be distinguished mainly from true duodenal 
diverticula, most of which are asymptomatic. 
Thomas Hunt 


See also Pharmacology and Therapeutics, Abstracts 
920-1. 


1132. Treatment of Ulcerative Colitis and Regional 
Enteritis with ACTH. Significance of Fecal Lysozyme 
S. J. Gray, R. W. REIFENSTEIN, J. A. BENSON, and J.C. G. 
YounG. Archives of Internal Medicine [Arch. intern. 
Med.) 87, 646-662, May, 1951. 4 figs., 7 refs. 


The effects of the administration of ACTH on the 
clinical course of 6 patients with ulcerative colitis and 
of 2 with regional enteritis have been studied. The 
patients were completely incapacitated by the disease 
and had not responded to a control period of conventional 
treatment. ACTH was given in a dosage of 20 to 40 mg. 
every 6 hours for 4 to 8 weeks, the dose being gradually 
tailed off. In 5 cases of ulcerative colitis there was 
marked remission, as shown by decrease in number of, 
and diminution of blood in, the stools, by relief of pain 
and tenesmus, by a fall in temperature and erythrocyte 
sedimentation rate, and by increase in weight and appetite. 
The faecal lysozyme titre, which was raised in these 
patients, fell during treatment in conformity with the 
clinical remission and rose again with. exacerbations; 
it never, however, reached normal levels. Sigmoido- 
scopic appearances also showed great improvement 
during remission, but did not become quite normal. 
One patient, with severe and long-standing ulcerative 
colitis with much fibrosis and cicatrization, did not 
respond to ACTH therapy. The faecal lysozyme titre 
was not raised in this patient. 

Of the 5 successfully treated patients, 2 remained in 
remission for periods of up to 16 months; 2 others had 
a mild exacerbation 4 and 9 months respectively after 
treatment was stopped. The fifth had a mild recurrence 
3 weeks after treatment: cortisone, 200 mg. daily, was 
then given without effect, but a second course of ACTH 
resulted in some improvement. The 2 patients with 
regional enteritis showed a marked remission after 3 to 4 
days’ treatment with ACTH; both had a mild recurrence 
of diarrhoea 1 month afterwards. 

The authors consider that ACTH is of value in the 
management of ulcerative colitis, but repeated courses 
may be necessary. It may be especially helpful in the 
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preparation of a patient for surgical treatment. The 
faecal lysozyme titre is an accurate measure of the 
activity of the disease process and also of the amount of 
functioning tissue which may respond to treatment. 

B. E. W. Mace 


1133. The Effect of Cortisone on the Clinical Course 
of Chronic Regional Enteritis and Chronic Idiopathic 
Ulcerative Colitis z 
T. E. MACHELLA and O. R. HOLLAN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 221, 501-507, 
May, 1951. 2 figs., 4 refs. 


The authors have studied the effect of cortisone on 
3 cases of chronic regional enteritis and 3 cases of 
typical ulcerative colitis at the Hospital of the Univer- 
sity of Pennsylvania, Philadelphia. Two patients with 
regional enteritis had arthritic manifestations. A saline 
suspension of cortisone acetate was injected subcutane- 
ously according to the following plan: 100 mg. every 
8 hours for 3 doses, then 200 mg. every 12 hours for 2 
doses, thereafter 50 mg. every 12 hours for 8 days, the 
entire period of treatment to last 10 days. 

During cortisone therapy a low-grade fever present in 
4 patients disappeared; the effect of this treatment on 
appetite, body weight, sense of well-being, and joint 
pains, where present, followed the usual pattern. The 
erythrocyte sedimentation rate decreased in 3 cases 
and remained unchanged in 3. In 5 patients the 
number of stools decreased; the motions became formed 
and gross blood disappeared. One patient had no 
change in the character of the stools or their number. 
In 2 patients with ulcerative colitis improvement was 
observed in the sigmoidoscopic appearances. 

The patients improving most dramatically when corti- 
sone therapy was instituted had regional enteritis; the 
one showing no improvement had ulcerative colitis. 
The 2 other cases of ulcerative colitis showed moderate 
improvement, but the authors consider this degree of 
improvement might have occurred without cortisone 
therapy. Relapse occurred in each of the 5 patients, but 
in one with regional enteritis it was transitory. Two of 
the 3 patients who responded best were the most critically 
ill, and the authors suggest that a severe metabolic 
disturbance present in such cases may be the factor which 
determines the good response to cortisone. The best 
responses were obtained in those cases with the lowest 
initial eosinophil count; in the case which did not respond 
there was the highest initial eosinophil count. 

C. E. Quin 


1134. Jaundice in Chronic Hepatitis (Cirrhosis of the 
Liver) 

W. E. Ricketts. Gastroenterology [Gastroenterology] 
17, 523-534, April, 1951. 6 figs., 33 refs. 


This paper presents a series of 28 consecutive cases 
of cirrhosis of the liver (chronic parenchymatous liver 
disease) which showed marked jaundice: 23 of the 
patients had a history of alcoholism. Liver biopsy 
was performed in 17 cases, surgical biopsy in 2, and 
necropsy in 9. This series confirms the bad prognosis 
of cases of cirrhosis showing jaundice, which is 


usually due to active, progressive, liver-cell degeneration. 
These parenchymal changes vary in degree and type but 
are usually chronic and progressive in nature, especially 
in alcoholic cases. There is no relation between jaundice 
and the degree or type of fibrosis, and in jaundiced 
patients ascites may develop suddenly and also disappear 
under medical management, with correction of the 
electrolytic disturbance present. 

The incidence of jaundice in cases of portal cirrhosis 
is difficult to determine, in view of the unknown number 
of cases of asymptomatic cirrhosis which certainly exist; 
but it must always be regarded as a very serious sign, 
even though recovery is possible under adequate medical 
treatment. Thomas Hunt 


1135. Alcoholic Cirrhosis of the Liver Simulating Acute 
Abdominal Emergencies. (Le début douloureux pseudo- 
chirurgical des cirrhoses alcooliques) 

M. R. Picarp. Archives des Maladies de Il’ Appareil 
Digestif [Arch. Mal. Appar. dig.] 40, 44-52, Jan., 1951. 


The author gives brief clinical histories of 10 cases 
of cirrhosis of the liver presenting as acute abdominal 
emergencies. In no case was the pain a biliary colic and, 
in the author’s opinion, it differed from the acute 
abdominal pain sometimes seen at the onset of infective 
hepatitis. The provisional diagnosis was usually in- 
testinal obstruction, acute appendicitis, or perforation 
of an ulcer. The cirrhosis was clinically latent, although 
the abdominal pain was sometimes followed by overt 
ascites or other evidence of liver damage. The diagnosis 
is difficult and the syndrome is a rare one. On the one 


hand it is important not to miss a surgical emergency, 


and on the other hand it may be disastrous to operate 
unnecessarily, as these patients are poor operative risks 
and one of the only 2 cases subjected to laparotomy 
died of cholaemia 3 days after operation. The character 
of the pain is a little atypical and there is less abdominal 
rigidity than is usual in a surgical emergency. Careful 
clinical and biochemical examination may reveal evidence 
of hepatic cirrhosis if the possibility is considered. 
P. C. Reynell 


1136. Primary Biliary Cirrhosis 

E. H. Anrens, M. A. Payne, H. G. KUNKEL, W. J. 
EISENMENGER, and S. H. BLONDHEIM. Medicine [Medi- 
cine, Baltimore| 29, 299-364, Dec., 1950. 12 figs., 
bibliography. 


This review is based on an extensive study of 17 cases 
of primary biliary cirrhosis without evidence of extra- 
hepatic biliary obstruction and 4 cases of secondary 
biliary cirrhosis. Primary biliary cirrhosis mainly 
affects adult women. Pruritus and jaundice were the 
usual presenting symptoms; fever and abdominal pain 
did not occur in the absence of extrahepatic biliary 
obstruction. The liver was always greatly enlarged and 


. splenomegaly was usual. Skin xanthomata occurred 


later in the natural history of the disease and were 
associated with a high total lipid concentration in the 
serum. Steatorrhoea and osteoporosis were common 
features. The biochemical changes were those of biliary 
obstruction—namely, a rise in serum content of bilirubin, 
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phosphatase, and lipids, with signs of hepatic paren- 
chymal failure occurring much later. Liver biopsy 
specimens were available for study in all cases; the his- 
tological appearances were considered to be character- 
istic. Primary biliary cirrhosis is a chronic progressive 
disease running a course of many years and resisting all 
forms of treatment, although surgical exploration to 
exclude a remediable obstruction to the extrahepatic 
biliary tree is often advisable. 

[This long and informative review is difficult to abstract. 
It should be read in full by those interested.] 

P. C. Reynell 


1137. Liver Function after Gastric Resection. (®yxHK- 
UHOHAJIbHOe COCTOAHHE MeYeHH Mocne peseKUHH 
nyaka) 

A.B.Rays. Meguunxa [Klin. Med., 
Mosk.\ No. 1, 86, 1951. 


The author studied 72 patients with peptic ulcer, 58 
of whom ‘were subjected to various operations (36 
resections, 16 gastroenterostomies, 6 combined opera- 
tions), from the point of view of hepatic function. 
Determination of circulation and bleeding times and 
qualitative van den Bergh test, quantitative estimation 
of blood and urinary bilirubin concentration, urinary 
urobilin concentration, and bile acid content water 
metabolism studies, thrombocyte estimation, and gastric 
analysis were undertaken. 

Functional disturbances of the liver were found in 
60 of the 72 patients examined; the disturbances were 
more pronounced in cases with stenosis of the pylorus 


from scarring, as might be expected, owing to the ab- . 


sorption of products of fermentation and decomposition. 
This dysfunction was shown by urobilinuria (9 cases), 
increase of bile acids in urine (12 cases), lengthening 
of retraction time (11 cases), and above all by diminished 
diuresis (28 cases). In the majority of cases these signs 
cleared up after operation. Before operation, 23 
patients had fewer than 200,000 thrombocytes per c.mm.; 
in 32 of the patients subjected to resection there was a 
sharp rise in thrombocyte count after operation. 

It appears, therefore, that peptic ulceration, especially 
if it leads to pyloric stenosis, may produce deficiency of 
liver function which, however, can be restored by 
gastrectomy. L. Firman-Edwards 


1138. Degeneration, Necrosis, and Fibrosis in the Liver 
J. H. Disre. British Medical Journal (Brit. med. J.) 1, 
833-841, April 21, 1951. 21 figs., 10 refs. 


This paper is composed of two lectures delivered before 
the Royal College of Physicians of London, the content 
and argument of which are best expressed by the author’s 
own summary, which follows. [Those interested in the 
pathogenesis of liver lesions in general and cirrhosis in 
particular should read the original. A more extensive 
bibliography would have been welcome.] 

“Largely as a result of experimental observations 
on animals, in particular the rat, a new conception of 
the pathology of liver degeneration, involving fatty 
change and necrosis and leading ultimately to fibrosis, 


DISORDERS 

has been developed. It seems necessary to examine 
this matter in the light of human pathological experience 
and of the more recent work upon hepatitis and its 
sequelae. The conception that fatty infiltration of the 
liver is a precursor of the common form of cryptogenic 
portal cirrhosis finds little or no support from such 
evidence as has been adduced in this study. From this 
it follows that any classification of human cirrhoses 
according to such a view of their aetiology is untenable, 
Fibrosis of the liver of varying degrees may be produced 
by a variety of agencies, and, as has long been admitted 
by pathologists, the two chief events which lead to portal 
cirrhosis, which is no more than a late stage of progres- 
sive portal fibrosis, are a previous acute or subacute 
hepatitis, which in the beginning may be either mono- 
lobular or confluent, and a cryptogenic slowly progressive 
disease which may or may not be due to diet, but which 
does not appear to be preceded either by severe fatty 
infiltration or by extensive acute necrosis. The end- 
results of either process, though these may differ in the 
rate at which they evolve, are similar and are due to 
progressive destruction of liver cells associated with 
attempts at their regeneration. This occurring within 
the framework of fibrous scar tissue produces the 
nodular appearance so characteristic of many cirrhotic 
livers.” B. G. Maegraith 


1139. Diffuse Calcification of the Pancreas 

B. J. Peters, J. M. Lusitz, and M. C. F. Litnpert. 
Archives of Internal Medicine [Arch. intern. Med.} 87, 
391-409, March, 1951. 5 figs., 22 refs. 


In the course of only 2 years the authors diagnosed 
21 cases of pancreatic calcification. These could be 
divided into two groups: those with and those without 
symptoms pointing to the pancreas as the seat of the 
trouble. In the first group were 3 patients, 2 of whom 
had pre-existing diabetes but no symptoms of pancreatic 
disease and in whom the calcification was discovered 
during radiological examination of 100 diabetics; -in 
the third patient the condition was found at necropsy. 
The second group consisted of 18 patients who had one 
or more symptoms referable to the pancreas. Of these, 
16 were diabetics. 

Out of the whole series of 21 patients, 18 were 
alcoholics, 15 of them being heavy drinkers. Pain was 
the outstanding symptom in 17 patients, and the attempt 
to relieve it one of the principal therapeutic problems. 
Partial pancreatectomy (42 g.) was performed once, with 
good result; in another patient the relief lasted only 8 
months, and he became a drug addict. Another was 
free from pain after splanchnicectomy with removal of 
dorsal nerve roots. Only 5 of the series had abnormal 
stools as a noteworthy feature. Serum amylase concen- 
tration was rather erratic. The histological findings in 
7 cases are reported at some length. The radiological 
findings in the stomach and intestinal canal are men- 
tioned; no definite relation could be elicited between 
these organs and the pancreatic pathology. [It might 
have been worth while to trace the gastric acidity in 
relation to the formation of concretions in the pancreas. 

L. H. Worth 
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EXPERIMENTAL ENDOCRINOLOGY 


1140. Antithyroid Activity of 5-Halogeno-2-thiouracils 
H. W. Barrett, F. X. GAssNerR, and K. DITTMER. 
Endocrinology [Endocrinology] 48, 189-196, Feb., 1951. 
12 figs., 7 refs. 


5-Chloro-2-thiouracil, 5-bromo-2-thiouracil, and 5- 
jodo-thiouracil were tested in immature rats, 2-thiouracil 
and 6-methyl-2-thiouracil being used as antithyroid 
standards, and also a mixture of thiouracil and potassium 
iodide for further comparison of the effect of the iodin- 
ated drug. The compounds were given orally, or 
subcutaneously in sesame oil, in doses of 16 micromols 
per day per 100 g. body weight for 15 days. Thyroid 
hyperplasia developed more slowly and was less extreme 
than with thiouracil. Decrease in thyroid iodine was 
rapid and fairly uniform with time, there being a marked 
loss of iodine in 5 days, but in this respect the halogenated 
derivatives were estimated to be about a third less active 
than thiouracil. The simultaneous administration of 
potassium iodide did not alter the effect on thyroid 
weight and iodine content. 5-lodo-2-thiouracil pro- 
duced no histological changes in the thyroid, in contrast 
with the goitrogenic changes produced by the thiouracil— 
potassium-iodide mixture. Robert de Mowbray 


1141. Effect of 5-Halogeno-2-thiouracil and of 6-Methyl- 
5-iodo-2-thiouracil on Oxygen Consumption in Rats 

H. W. Barretr and F. X. Gassner. Endocrinology 
[Endocrinology] 48, 197-204, Feb., 1951. 9 figs., 
8 refs. : 


The authors measured the oxygen consumption of 
male rats after the administration of the 5-halogeno-2- 
thiouracil derivatives investigated in their earlier work 
(see Abstract 1140) as compared with that of control 
animals, animals treated with thiouracil, potassium 
iodide, and a mixture of the two, and thyroidectomized 
animals: 39 micromols (5 mg. thiouracil) per 100 g. 
body weight per day was given in each case, and later 
double this dose, for periods of up to 58 days. 

Oxygen consumption was diminished by approxi- 
mately 18°, by each of the 5-halogeno-derivatives of 
thiouracil, by thiouracil, and by thiouracil with 
potassium iodide, though the 5-iodo-derivative was the 
Slowest in acting. 5-Iodo-thiouracil was more potent 
than 6-methyl-5-iodo-2-thiouracil; the reverse is true 
of the uniodinated compounds. None of the drugs 
depressed metabolism to the same degree as did thyroid- 
ectomy (25 to 30% below control level). In the case of 
5-iodo-thiouracil, previous treatment with iodide pro- 
longed the time required for the return of oxygen 
consumption to normal; no such after-effect was evident 
with thiouracil. 5-Bromo-thiouracil was somewhat 
toxic, no gain in weight occurring after the first month 
of treatment, but none of the other drugs produced 


untoward effects; indeed potassium iodide alone, and 
also the iodinated derivatives, appeared to have some 
beneficial effect on growth. 

The results reported in this and the preceding paper 
indicate that 5-iodo-thiouracil is as effective as thiouracil 
in depressing metabolism, but that it only partially 
depletes the thyroid iodine and does not produce the 
thyroid hypertrophy and hyperaemia brought about by 
thiouracil or a thiouracil—potassium-iodide mixture. It 
thus appears from these experiments that an iodinated 
thiouracil might possess valuable clinical properties. 

Robert de Mowbray 


1142. Investigations on the Effect of Thyroid Prepara- 
tions and of Methylthiouracil on the Adrenal Glands and 
Chemistry, as well as on Some Other Organs 

A. PEKKARINEN, M. KotvusALo, and K. PUGORALA. 
Acta Endocrinologica (Copenhagen) [Acta endocrinol., 
Kbh.] 6, 233-244, 1951. Bibliography. 


1143. The Effect of Continuous Intravenous Infusion 
of Adrenaline on the Circulation and Blood Chemistry. 
{In English] 

A. PEKKARINEN and H. HortLinG. Acta Endocrinologica 
(Copenhagen) [Acta endocrinol., Kbh.| 6, 193-214, 1951. 
2 figs., bibliography. 


In order to determine the effect on the circulation and 


blood chemistry of continuous intravenous infusion, 
adrenaline was injected into the cubital vein of 25 
hospital patients at an average rate of 0-2 wg. per kg. per 
minute for an average period of 52 minutes. The total 
amount of adrenaline averaged 0-65 mg. During the 
infusion and for the following 3 hours the subjective 
and general symptoms were noted in 20 patients; in 
addition the blood pressure, pulse rate, blood sugar 
level (Hagedorn—Jensen), and lactic acid content 
(Winnich), as well as serum phosphorus (inorganic), 
potassium (sodium-—cobalt nitrite method), and chole- 
sterol concentrations, were determined. 

The most noticeable subjective symptoms were 
palpitation, restlessness, tremor, and cold hands and 
feet. Respiration was normal as a rule. Following 
the infusion the head and upper part of the body felt 
warm. During the infusion the systolic pressure ‘rose 
by an average of 16-5%, while the diastolic pressure fell 
by some 9%. The heart rate increased by 29%, though 
the maximum value was not reached in many cases until 
the end of the infusion period. The effects on carbo- 
hydrate metabolism were pronounced. The blood sugar 
level rose by an average of 67% and the blood lactic acid 
concentration by 33%, while the inorganic serum 
phosphorus level fell by 29%. Contrary to the findings 
in animal experiments, the serum potassium level 
fell considerably (25%) during the infusion. A return 
to the initial values was noted within 1 hour after 
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cessation of the infusion, and during the next few hours 
there were no changes indicating any marked deviation 
from the readings obtained in the control group. The 
control tests, however, revealed circulatory changes in 
some of the patients, indicating a state of mild excitement 
resulting from the test. The most remarkable results 
obtained were eosinopenia and lymphopenia, which 
developed 30 minutes to 24 hours after stopping the 
infusion. These changes suggest activation of the 
adrenal cortex resulting from the influence of adrenaline. 
[The experiments were carried out to determine the 
circulatory and blood chemical effects in man of intra- 
venous infusions of adrenaline in amounts which corre- 
spond approximately to the physiological secretion of 
adrenaline from the adrenals in a state of mild stress. 
Noradrenaline is liberated from the adrenals together 
with adrenaline, so that control experiments with nor- 
adrenaline, or mixtures of the amines, should have been 
carried out.] G. B. West 


1144. The Effect of Adrenaline on Secretion of Cortical 
Hormone in the Hypophysectomized Dog 

M. Pickrorp and M. VocGtT. Journal of Physiology 
[J. Physiol., Lond.| 112, 133-141, Jan., 1951. 1 fig., 
18 refs. 


It has been shown that adrenaline does not exert a 
direct effect on cortical tissue in the perfused adrenal 
gland of the dog, despite its immediate and powerful 
effect on the rate of secretion from the adrenal cortex 
in the intact animal. This paper describes attempts 
to locate the site of action of adrenaline in producing this 
cortical effect, which might be mediated by release of 
adrenocorticotrophic hormone (ACTH) from _ the 
pituitary, or might be the result of action on some other 
organ, producing stimulation or antagonism. 

Dogs were hypophysectomized through the roof of the 
mouth under pentobarbitone anaesthesia, and histological 
examination was carried out to prove the removal or 
otherwise of the pars tuberalis. The acute experiments 
were carried out later under chloralose anaesthesia. The 
adrenal effluent was collected and tested on adrenalec- 
tomized rats exposed to a low temperature. Adrenaline 


- (30 pg. per kg.) was infused in 10 to 26 minutes into one 


femoral vein and further assays of adrenal effluent 
were carried out. ACTH was administered to one 
series of hypophysectomized dogs starting on the day of 
operation. 

The results left no doubt that the adrenaline effect 
on the secretion of cortical hormone depended on the 
completeness of the operation. In order to abolish 
the effect entirely, not only the pars anterior but practi- 
cally the whole pars tuberalis had to be destroyed. 
When the hypophysectomized dogs were maintained on 
ACTH, the secretion of cortical hormone appeared to be 
suppressed when the effect of the last injection of ACTH 
had subsided. Under these conditions, adrenal blood 
frequently possessed toxic properties towards rats, yet 
adrenaline infusions removed these toxic effects. It is 
suggested, therefore, that adrenaline can act on the 
adrenal cortex: (a) by releasing ACTH and (4) by some 
other means. G. B. West 


1145. A Further Study of the Effect of Adrenocorti- 
cotropic Hormone (ACTH) upon the Experimental 
Cardiovascular Lesions Produced by Anaphylactic Hyper- 
sensitivity 

I. L. BENNETT, M. BERTHRONG, and A. R. RICH. Bulletin 
of the Johns Hopkins Hospital {| Bull. Johns Hopk. Hosp.] 
88, 197-209, March, 1951. 2 figs., 12 refs. 


The authors confirm that ACTH largely inhibits 
the development of experimental cardiovascular lesions 
(periarteritis nodosa, cardiac inflammatory lesions) 
produced in animals by anaphylactic hypersensitivity, 

In 3 groups of 20 rabbits horse serum was injected 
intracorneally in the right eye and a suspension of 
killed tubercle bacilli in the left eye. One (Group A) 
had no further treatment; 2 days later Groups B and C 
were given a single intravenous injection of 10 ml. of 
horse serum per kg. of body weight. On the same day 
Group C received 10 mg. ACTH, and thence the same 
dose daily until the end of the experiment. 

In skin tests performed after 14 days C showed almost 
as much reaction as A and B, though of these two, A 
reactions were larger than B. Precipitin tests for circula- 
ting antibody and antigen showed that there was a slight 
tendency for the titres to be lower in Group C. On 
intracorneal test injection in Groups B and C clouding 
of the cornea by inflammatory exudate failed to develop. 
The killed tubercle bacilli did not incite corneal vascu- 
larization to any degree in any of the groups. Cardio- 
vascular lesions developed in 84% of Group B, but only 
in 26% of Group C; none developed in Group A. 
Acute glomerulonephritis occurred in 9 animals of Group 
Band 4of Group C. The adrenals of all but 2 of Group 
C showed loss of cortical lipid, but in their livers there 
was little increase in glycogen. A. Ackroyd 


1146. Role of the Adrenals in the Production of Renal 
and Cardiovascular Damage by Anterior Pituitary 
Preparations 

H. Serye. Lancet [Lancet] 1, 483-487, March 3, 
1951. 10 figs., 12 refs. 


A series of 28 rats was subjected to right-sided 
nephrectomy and given 1% sodium chloride solution in 
addition to powdered “ purina fox-chow’”’ diet. Six 
of the animals acted as controls, being neither adrenal- 
ectomized nor hormone-treated; 8 received 20 mg. 
lyophilized ox anterior pituitary (L.A.P.) twice daily and 
5 mg. cortisone acetate once daily. On the remaining 
14 adrenalectomy was carried out in two stages, the right 
adrenal gland being removed at the same time as the right 
kidney, and the left one 3 days later. In both cases L.A.P. 
and cortisone were continued for 24 days, by which time 4 
of the non-adrenalectomized hormone-treated animals 
had died. 

In all animals treated with L.A.P. and cortisone there 
was an increase in somatic growth, hypertrophy of the 
heart, liver, and kidneys, and a rise in blood pressure; 
none of these changes was influenced by the presence or 
absence of the adrenals. But, whereas the hormone- 


treated intact animals developed typical rheumatic heart 
lesions, hyalinization of the glomeruli, and periarteritis 
nodosa of the pancreas, the treated adrenalectomized 
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animals did not do so. Thus hypertension was produced 
independently of the presence of adrenal tissue or of 
renal lesions. Water intake and diuresis were enorm- 
ously increased in the intact treated animals, and to a 
lesser extent in the adrenalectomized treated animals. 
Involution of the thymus occurred in all the treated 
animals, whether adrenalectomized or not. The spleen 
was enlarged, with lymphoid and myeloid hyperplasia, 
in both groups, the size of the organ being somewhat 
greater in the adrenalectomized animals. 

Arthritis was produced by injection, on the 8th day, 
under the plantar aponeurosis of 0-1 ml. of a 10% 
suspension of mustard powder U.S.P.; the lesions were 
less intense in the treated animals than in the controls, but 
were unaffected by the presence or absence of the adrenals. 
The fact that a marked periarticular inflammatory 
response had occurred at all indicated that the L.A.P. 
had to some extent counteracted the anti-arthritic 
effect of cortisone. The adrenals were not significantly 
enlarged as the result of treatment; the cortical atrophy 
normally caused by cortisone was presumably preven- 
ted by the adrenocorticotrophic effect of L.A.P., but 
there was a marked infiltration of myeloid and lymphoid 
tissue in both the cortex and medulla. 

Since the author has previously produced the above 
changes by means of pure growth hormone (somato- 
trophic hormone), he concludes that in these experi- 
ments the L.A.P. acts by virtue of its growth-hormone 
content. The experiments indicate that the ability of 
anterior pituitary extracts to produce cardiovascular 
and renal lesions depends upon the presence of the 
adrenal glands, but that effects of growth hormone upon 
the tissues in general and upon the development of 
arthritis are not dependent upon the adrenals. L.A.P. 
does not necessarily act by stimulating the adrenal to 
produce mineralo-corticoids; it is equally possible that 
it sensitizes the cardiovascular and renal tissues to some 
mineralo-corticoid produced by the adrenal. It is even 
possible that both mechanisms are at work. 

Robert de Mowbray 


1147. The Effect of Cortisone and the Adrenocortico- 


‘trophic Hormone of the Pituitary on the Blood Pressure 
_ in Experimental Renal Hypertension 


A. GROLLMAN and A. KONNERTH. Endocrinology 
[Endocrinology] 48, 213-216, Feb., 1951. 1 fig., 12 refs. 


Rats and dogs were made hypertensive by application 
of a figure-of-eight ligature to one kidney and removal 
of the contralateral one. Cortisone was given in doses 
of 1 and 2 mg. daily to the rats and 50 mg. daily to the 
dogs, and ACTH in doses of 1 mg. daily to the rats and 
2 mg. per kg. of body weight daily to the dogs. Blood 
pressure was determined in the rats by the plethysmo- 
graphic method and in the dogs by direct puncture of 
the femoral artery. The resulting changes in blood 
pressure were no greater than the normal variations in 
daily blood-pressure readings, and the same applied to 
normotensive dogs receiving cortisone or ACTH. In 
contrast, a group of 12 rats showed a striking and sus- 
tained fall in blood pressure after oral administration 
of a purified preparation of renal extract. The authors 
conclude that cortisone and ACTH have no therapeutic 


effect in experimental hypertension, and [with less 
justification] they regard these findings as one piece of 
evidence that the pathogenesis of hypertension is not 
mediated by the pituitary—adrenal system. 

Robert de Mowbray 


1148. The Effect of ACTH and Cortisone on Pneumo- 
coccal and Influenza Viral Infections in the White Mouse 
E. H. Kass, S. H. INGBAR, M. M. LUNDGREN, and M. 
FINLAND. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 37, 780-788, May, 1951. 2 figs., 
22 refs. 


The mortality rate of mice infected with pneumococci 
or influenza-A virus was not decreased by treatment with 
either ACTH (2-5 mg. every 12 hours) or cortisone 
(5S mg. daily). Mice receiving ACTH tended to live a 
few hours longer than the controls, whereas animals 
receiving cortisone usually died sooner and had a slightly 
higher mortality rate than the controls. G. Ansell 


1149. Delay of the Early Inflammatory Response by 
Cortisone 

M. MICHAEL and C. M. WHoRTON. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N.Y.] 76, 754-756, April, 1951. 1 fig., 
3 refs. 


The effect of cortisone on the earliest tissue phases of 


‘the inflammatory reaction in the skin of rabbits was 


studied. A combination of croton oil and scarification 
was used as the inflammatory stimulus. In animals 
given cortisone, all of the tissue components of the 
inflammatory reaction were delayed, and some were 
quantitatively reduced. Vascular margination of leuko- 
cytes, migration of leukocytes from blood vessels, and 
the formation of fibrin and edema were strikingly 
altered. The ultimate development of necrosis was 
diminished. The relationship of these observed facts 
to the enhancing effect of cortisone and ACTH on certain 
bacterial infections is suggested.—[Authors’ summary.] 


1150. Studies with Labelled Anterior Pituitary Prepara- 
tions: Adrenocorticotropin 

M. SONENBERG, A. S. KESTON, and W. L. Money. 
Endocrinology [Endocrinology] 48, 148-161, Feb., 1951. 
7 figs., 24 refs. 


By intracardiac injection 250 male rats were given 
ACTH, 0:2 or 3-2 mg. labelled with 100 microcuries 
of 1311. The animals were killed and portions of 
various organs were examined for radioactivity in Bouin’s 
solution in a Geiger tube. Radioactivity was found 
in the adrenals, blood, liver, spleen, and kidney within 
30 seconds of the injection, and later on in the thyroid. 
The concentration fell rapidly so that there was little 
radioactivity after 4 hours, except in the thyroid, in 
which the concentration steadily increased. Concentra- 
tions were little affected by the amount of ACTH 
labelled with 

After the administration of a radio-iodinated bovine 
serum-albumin preparation with the same amount of 
iodine injected per animal, the greatest degree of radio- 
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activity was noted in the liver, spleen, blood, and kidney, 
but there was significantly less radioactivity in the 
adrenal than was the case in the previous experiment; 
after 4 hours there was little fall in concentration of 
131] in most of the organs, and a much smaller increase 
in the thyroid concentration. When the same amount 
of iodide (about 0-1 wg. per animal) with '3!I was given, 
there was little concentration in any organ except the 
thyroid. 

Radioautography was carried out on sections of the 
organs. Only the adrenal and thyroid gave positive 
radioautographs. Though there was exposure through- 
out the adrenal, there was considerably more in the 
cortex, especially in the inner layers. This was correlated 
with the finding by other workers of a proliferation 
of the two inner layers of the cortex after administration 
of ACTH and their atrophy after hypophysectomy. 
Radio-iodinated bovine serum albumin and inorganic 
radioactive iodide gave positive radioautographs only 
in the thyroid. 

The relative failure of uptake by the adrenal cortex 
of labelled serum albumin and inorganic radioactive 
iodide provided evidence of the specificity of uptake 
of labelled ACTH. The fact that a greater degree of 
localization did not occur in the adrenal was considered 
to be due to: (1) the large proportion of protein in the 
pituitary preparation in relation to the active ACTH 
portion, the protein being taken up by the reticulo- 
endothelial system; and (2) the limited blood flow 
through the adrenal. Robert de Mowbray 


1151. Histochemical Changes in the Adrenal Cortex 
of Male Rats Induced by Alloxan Diabetes. [In English] 
O. ErRANKO. Acta Endocrinologica (Copenhagen) [Acta 
endocrinol., Kbh.| 6, 97-109, 1951. 3 figs., 42 refs. 


In the author's experiments, performed at the 
Anatomical Institute of Helsinki University, 15 adult 
male rats were made diabetic by a subcutaneous injection 
of 250 mg. of alloxan monohydrate per kg. body weight 
after 24 hours’ starvation. These 15 animals: were 
divided into three groups and killed at 24 hours, 72 
hours, and 6 days after the injection respectively. A 
further group of 5 rats served as a control. 

The injected animals showed a mean weight loss of 
9%, 17%, and 18% respectively of the initial weight. 
The mean absolute adrenal weights of the diabetic 
animals were greater than the mean of the controls, but 
the difference was only statistically significant in the 
group killed 3 days after injection (increase of 34%); 
expressed as a ratio of adrenal weight to body weight, 
there was a statistically significant increase after 3 days 
and a statistically probable one after 6 days. 

Sections of the adrenal glands were stained with 
Sudan black for total lipids, and with the Schiff reagent 
(with or without previous treatment with corrosive sub- 
limate), and unstained sections mounted in glycerol 
were examined in polarized and in ultra-violet light. 
Sections were similarly prepared after extraction with 
acetone. The acetone-soluble substances which stain 
with Sudan black or Schiff’s reagent, and which show 
birefringence and autofluorescence, are said to indicate 


the distribution of the cortical ketosteroids. There was 
a definite loss of these substances from the cortex of the 
diabetic animals after 3 and 6 days, as compared with 
the controls; the loss was most marked in the reticularis 
and did not affect the glomerulosa. Schiff-staining 
and birefringent materials were demonstrable only in 
the periphery of the cortex if examined immediately 
after section, but were observed everywhere in the regions 
of strongly Sudan-positive material if the sections were 
first kept in distilled water for 2 days, indicating that 
they were not previously present, but were formed under 
the influence of water, and presumably of the oxygen 
dissolved in it. 

Such histochemical changes have been interpreted 
by previous authors as signs of cortical stimulation, 
which was also suggested in this experiment by the 
increase in adrenal weight. The author suggests ten- 
tatively that the rapid destruction of B-cells in the islets 
of Langerhans leads to the liberation of increased 
amounts of insulin into the circulation, stimulating an 


increased secretion of adrenaline, this in turn leading to , 


an increased output of adrenocorticotrophic hormone 
and cortical stimulation. Robert de Mowbray 


1152. Nuclear Size as an Indicator of the Functional 
Relations between the Pituitary and the Adrenal Cortex. 
(Zellkerngr6ésse als Indikator der Funktionsbeziehung 
Hypophyse-Nebennierenrinde) 

W. BoGuTH, H. LANGENDORFF, and E. Tonutti. 
Medizinische Welt [Med. Welt] 20, 408-414, March 31, 
1951. 7 figs., 25 refs. 


From Freiburg i. B. the authors describe the effects 
of various stimuli on the size of the nuclei in the ad- 
renal cortex (zona fasciculata) of normal and hypo- 
physectomized guinea-pigs. Hypophysectomy alone re- 
duced the nuclear size. Penicillin injections, producing 
an alarm reaction, and hunger both caused the nuclei to 
enlarge. In the hypophysectomized animal penicillin 
and diphtheria toxin cause a reduction in nuclear size. 
Diphtheria toxin given to the intact animal caused the 
nuclei to enlarge at first and later to undergo haemor- 
rhagic necrosis. This was thought to be due to a form 
of adaptation reaction and did not occur in hypophysec- 
tomized animals. [This is clearly an interesting method 
of studying the interaction of the pituitary and adrenal 
cortex under the influence of different stimuli.] 

G. S. Crockett 


1153. Studies on the Combined Use of Measurements of 
Sweat Electrolyte Composition and Rate of Sweating as 
an Index of Adrenal Cortical Activity 

W. Locke, N. B. TALBot, H. S. Jones, and J. WORCESTER. 
Journal of Clinical Investigation [J. clin. Invest.] 30, 
325-337, March, 1951. 8 figs., 17 refs. 


This paper analyses the factors controlling the electro- 
lyte concentration of sweat induced by thermal stimula- 
tion. The chloride concentration of the sweat showed 
a significant degree of correlation with the sodium and 
potassium concentrations, a rise in concentration of 
chloride being accompanied by a rise in that of sodium 
and a fall in that of potassium. There were, however, 
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considerable variations in the chloride concentrations of 
different samples of sweat from the same individual, 
depending on: (1) the rate of sweating; (2) the skin 
temperature; and (3) the intensity of the thermal 
stimulus. 

The authors have evolved a ratio termed the “* sweat 
chloride-rate index ’’, which is based on the chloride 
concentration and the rate of sweating. In normal 
individuals this index is significantly raised by increasing 
the salt intake and significantly lowered by the admin- 
istration of either ACTH or deoxycortone acetate. In 
hypo-adrenocortical patients the sweat chloride-rate 
index is significantly raised. The index appears to be 
related to adrenocortical activity, decreased adreno- 
cortical activity being accompanied by a rise in the index, 
and vice versa. 

[It is suggested that the rise in the sweat chloride-rate 
index in normal individuals on a high-chloride diet 
reflects a fall in adrenocortical activity, but the evidence 
on this point is not entirely convincing.] G. Ansell 


1154. Some Observations on the Physiologic Activity of 
/\+:°-Dehydrocortisone (Diene) 

G. M. HicGins, K. A. Woops, and E. C. 
Endocrinology [Endocrinology] 48, 175-188, Feb., 1951. 
12 figs., 3 refs. 


Cortisone acetate and /\+*°-dehydrocortisone (a diene 
formed in small amount during the partial synthesis 
of cortisone acetate) were given singly and together in 
doses of 2 mg. intramuscularly for from 12 to 20 days 
to both intact and adrenalectomized adult male rats. 
The food intake of the treated adrenalectomized animals 
was well maintained, in contrast with the rapid decline 
of intake by the untreated adrenalectomized animals. 
Body-weight increase was much greater in the diene- 
treated animals than in those given cortisone alone or 
cortisone combined with diene, in spite of similar 
food intake. Even so, the diene did restrict growth to 
about 40°, of that of the controls and accentuated the 
effects of cortisone in reducing body weight when both 
were given together. Whereas most of the untreated 
adrenalectomized rats were dead within 11 days, the 
treated adrenalectomized animals survived the experi- 
mental period of 19. days. Those which were given 
cortisone acetate lost, on the average, 32 g. in weight, 
whereas in those receiving the diene the average gain 
was 15 g. 

In the intact rats cortisone induced marked leuco- 
penia and lymphocytopenia, whereas there was a slight 
increase in total leucocytes and lymphocytes after diene; 
when both were given, the lymphocytopenia was less 
marked than after cortisone alone. In the adrenalecto- 
mized animals the lymphocyte count was higher than 
in the controls; it was reduced by 70% by cortisone, 
and, in contrast with the intact animals, by 40% by 
diene. The weight of the adrenals was reduced by 37% 
with cortisone, by 45% with diene, and by 51% with both 
together. In the intact rats the weight of the thymus 
gland was reduced by 67% with cortisone, by 52°%% with 
diene, and by 82°% with both together. In the adrenal- 
ectomized animals there was an increase of 50% in the 


weight of the thymus gland; this was reduced by 77% 
with cortisone and by 63°% with diene. 

In the cortisone-treated animals the lipid zone of the 
glomerulosa of the adrenal cortex was three times the 
width of that of the controls; the fat-staining zone of the 
fasciculata was less extensive than in the controls, but 
the fat droplets were more concentrated in the outer 
portion of the layer. Similar changes were found in 
the diene-treated animals, though the concentration of 
fat was somewhat less. The combination of cortisone 
and diene intensified the deposition of fat-staining lipids. 

With cortisone there was stimulation of the thyroid 
gland, the epithelium becoming cuboidal and the colloid 
disintegrating; the diene also stimulated the epithelium, 
but was without effect on the colloid; while the com- 
bination of the two had the same effects as cortisone 
alone. Robert de Mowbray 


1155. The Influence of Ascorbic Acid Pretreatment on 
the Leukocyte Response of Rats Exposed to Sudden 
Stress 

H. Baccuus and C. A. Toompas. Science [Science] 113, 
269-270, March 9, 1951. 1 fig., 10 refs. 


Adult female rats were given intraperitoneal injections 
of ascorbic acid (150 mg.) or physiological saline and, 6 
hours later, of adrenaline (30 yg. per 100 g.) to produce 
stress. The preliminary treatments caused no change 
in leucocyte count and did not modify the decrease 
in lymphocyte count and increase in polymorphonuclear 
count produced by the adrenaline. The ascorbic-acid 
treatment, however, reversed the normal eosinophil-cell 
response to stress: the eosinophil-cell count was about 
halved in the saline-injected rats and almost doubled in 
those treated with ascorbic acid. 

Signs of stress reaction as seen in the.adrenal glands 
of the control rats (steroid depletion and sinusoidal 
depletion of ascorbic acid in the inner zones) were not 
found in those treated with ascorbic acid. Under these 
conditions the eosinophil-cell count is a more accurate 
index of adrenal function than the lymphocyte count. 

Similarities between this action of ascorbic acid and 
the known actions of deoxycortone acetate are briefly 
considered. Peter C. Williams 


THYROID GLAND 


1156. Calcium Metabolism in Hyperthyroidism: the 
Effect of Thiouracil 

J. Green and A. LyaAtt. Lancet [Lancet] 1, 828-830, 
April 14, 1951. 5 figs., 13 refs. 


The daily levels of urinary excretion of calcium, 
phosphorus, and nitrogen were studied in 6 cases of 
severe thyrotoxicosis before and during treatment with 
thiouracil. The patients were given a standard ward 
diet of 0:5 to 0-6 g. calcium per day. Estimations were 
made on 24-hour urine collections. In 5 cases there was 
excessive urinary loss of calcium. In 4 of these a dimin- 
ished loss was observed in about 7 days, and normal 
values were reached about 3 weeks from the start of 
thiouracil medication. Norval Taylor 
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1157. An Evaluation of Radioactive Iodine in the 
Treatment of Hyperthyroidism 

R. H. Mog, E. E. Apams, J. H. Rute, M. C. Moore, 
J. E. Kearns, and D. E. CLark. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 10, 1022-1028, Sept., 
1950. 20.refs. 


The results of treatment are reported in 100 patients 
who had been selected as having recurrent hyper- 
thyroidism, or associated pathological lesions such as 
severe heart disease, or as having failed to respond to 
propyl thiouracil treatment; most of the patients were 
old, 81 being over 40 years of age. The hyperthyroid 
condition was confirmed by a preliminary test in which 
1 pc. of carrier-free radio-iodine was given and the 
amount in the thyroid measured after 24 hours, and 
the conversion ratio of inorganic to protein-bound 
iodine measured in a blood sample taken at the same 
time. The therapeutic dose of radio-iodine was fixed 
as 100 juc. per g. of goitre where this was diffuse; rather 
more was given in the case of nodular goitres. After 
receiving this dose patients were encouraged to carry on 
their normal activities and were re-examined 8 weeks 
later, when a further dose was given if the basal metabolic 
rate had not returned to normal; this dose was graded 
according to the degree of improvement effected by the 
first dose. Once normal conditions had been maintained 
for 4 months, examinations were carried out only twice 
yearly. 

The patients with nodular goitre usually required 
more treatments (5 in some cases) and a higher average 
total dose than those with diffuse goitre; the average 
effective doses were 11-7 and 5-6 pc. respectively. The 
diffuse goitres decreased greatly in size, the nodular 
goitres not so much. The effect of the radio-iodine may 
not be maximal until 3 to 4 months after administration; 
rapid improvement after the first dose increases the 
danger of hypothyroidism, which occurred in 12 of the 
present patients: in 3 of the 12 myxoedema developed. 
The patients have been followed up for from 2 to 24 
months after treatment, and in none of them have any 
signs of recurrence been seen. Peter C. Williams 


1158. The Treatment of Diseases of the Thyroid with 
Radioactive Iodine. (Behandling af thyreoidealidelser 
med radioaktivt jod) 

S. KAAE and O. Petersen. Ugeskrift for Laeger (Ugeskr. 
Laeg.] 113, 253-258, March 1, 1951. 37 refs. 


The authors point out the scantiness of present 
knowledge in regard to possible delayed damage caused 
by radioactive substances; they warn against using radio- 
active iodine in the treatment of benign thyrotoxicosis, 
especially as there are other efficient means of treat- 
ment, except in the following cases: relapse following 
operation, severe decompensated cardiac disease or 
other disease forming a contraindication to operation, 
ineffectiveness of substances of the thiouracil group, or 
hypersensitivity to this group. 

In the case of inoperable malignant tumours of the 
thyroid gland, treatment with high doses of radioactive 
iodine may be justifiable since in any case the prognosis 


is very poor. However, the tissues of thyroid tumours 
generally take up very much less radioactive iodine 
than normal thyroid tissue. Bone metastases which 
have not been treated by x rays are found to contain a 
considerable amount of iodine, and clinical improve. 
ment may be marked. The uptake of iodine by metas. 
tases may be increased by complete removal of the thyroid 
gland, by destroying it with large doses of radioactive 
iodine, or by the administration of thyrotrophic hormone 
and thiouracil. 

The authors report on clinical trials carried out 
with radioactive iodine (!31I) in the treatment of thyroid 
tumours at the Radium Department in Copenhagen in 
1948. For this treatment it is important to determine 
the uptake of iodine by the tumour tissue in order to 
judge whether the iodine concentration is adequate for 
this treatment. The following methods were used: 
(1) Direct measurement of radioactivity in tissue obtained 
by biopsy. (2) Histoautoradiography, a method where- 
by a histological section is brought into direct contact 
with a radiographic film, which shows where 13!] js 
present in the tissue section. (3) Measurement in vivo 
of radioactivity by means of the Geiger—Miiller counter, 
(4) Determination of the activity of !3!I excreted in 
the urine is of particular interest in those cases of 
thyroid cancer where total thyroidectomy has been 
performed, or where the normal tissue function is 
eliminated by previous administration of radioactive 
iodine, as in these cases all retained iodine is taken up 
by the cancer tissue. All patients were first given 
a tracer dose of !3!I (generally 100 to 500 microcuries 
(uc.)), and then the !3!I concentration in the tumour 
tissue was determined by means of the above methods. 

The authors describe 4 cases of thyroid tumour with 
increased basal metabolic rate. In none of them after 
treatment was there any significant decrease of tumour 
tissue. In 2 cases a beneficial effect on the thyrotoxicosis 
was noted; in one case the basal metabolic rate remained 
high with a tendency to increase. Of 21 euthyroid 
patients in whom cancer was present, 10 died following 
the administration of a tracer dose or during preliminary 
treatment with !3!I for the elimination of the function 
of normal thyroid tissue; (this is necessary, since 
cancer tissue takes up far less iodine in the presence of 
normal thyroid tissue). One of these patients developed 
severe dyspnoea and stridor following a dose of 44 juc.. 
presumably owing to peritumoral oedema. This shows 
that it is necessary to administer '!3!I very carefully, 
in fractions, as long as there is any normal tissue left. 
The remaining patients were in such a poor condition 
that treatment with !3!I could not be continued for any 
length of time. In one case only, where treatment 
had been possible with large doses (240 pec.), was there 
marked subjective and objective improvement. In 3 
cases of benign thyrotoxicosis which had previously 
proved refractory to other treatment small doses of !3!I 
(1 pec.) were administered and all 3 responded well, the 
basal metabolic rate returning to normal with radio- 
active iodine. 

{Other authors have obtained more satisfactory 
results, but Warn against this treatment when there is 
danger of malignancy.] E. S. Fountain 
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1159. An Appraisal of the Radioiodine Tracer Technic 
as a Clinical Procedure in the Diagnosis of Thyroid 
Disorders. Uptake Measurement Directly over the 
Gland and a Note on the Use of Thyrotropin (T.S.H.) 

§. C. WERNER, H. B. HAMILTON, E. Letrer, and L. D. 
Goopwin. Journal of Clinical Endocrinology [J.. clin. 
Endocrinol.) 10, 1054-1076, Sept., 1950. 6 figs., 38 refs. 


The simplest method of measuring the iodine uptake 
by the thyroid gland is to give 40 yc. of radio-iodine 
orally and to measure the radiation from the neck region 
with a Geiger counter 24 hours later; for blood tests of 
radioactivity 100 yc. are usually given. In either case 
not more than one test should be made annually on any 
one individual. The thyroid in 1,000 persons with 
normal thyroid function contained on the average 24% 
(range 3 to 55%) of the administered dose after 24 hours, 
and values within the range 10 to 40% included 90% of 
the total: most of the remaining 10° gave values higher 
than 40°%. The average uptake was not related to sex, 
age, or season. If iodine has been given the uptake may 
be depressed for as long as 12 weeks; application of 
tincture to the skin or taking cough mixtures containing 
iodides may suffice to upset the results. Falsely low 
results are also given after the administration of thyroid 
or of antithyroid drugs. Thyrotrophin injections in- 
crease both iodine uptake and serum iodine content 
where low values are due to pituitary failure or thyroid 
medication, but they will not affect low values caused 
by primary myxoedema of thyroid origin. 

With the 10 to 40% range as the normal, some over- 
lapping is found with the values obtained in hyper- 
thyroid patients (range 23 to 73%) and in hypothyroid 
persons, who may give uptake figures up to 15%. Up- 
takes of less than 5°% or more than 50% are respectively 
diagnostic of hypothyroidism or hyperthyroidism; values 
nearer the normal require confirmation by determination 
either of the basal metabolic rate or of the serum precipi- 
table iodine content. 

As a screening test the tracer-uptake technique has 
great advantages. It gives a clear diagnosis in 80% of 
cases, against 50 to 60° given by basal metabolic rate 
determination, and it is much less trouble to patient and 
diagnostician than either of the other tests. It has the 
disadvantage that it cannot be repeated without incurring 
radiation hazards. Peter C. Williams 


1160. The Thigh-Neck Clearance: a Simplified Radio- 
active Test of Thyroid Function 

J. B. Foote and N. F. MAcLaGAN. Lancet [Lancet] 1, 
868-871, April 21, 1951. 9 figs., 9 refs. 


This test, elaborated at the Westminster Hospital, 
London, is based on measurements of radioactivity made 
at a fixed distance (11 cm.) from the neck and thigh. A 
dose of 30 yc. of radioactive iodine ('311) is administered 
orally and serial measurements are made over neck and 
thigh until the maximum thigh count has been reached. 
Measurements over the neck are made for a duration of 
1 minute, and those over the thigh for 10 minutes. The 
“ thigh—neck clearance ”’ is determined at the time of the 
maximum thigh count, and is defined as the rate of uptake 
in the neck expressed as the increase in neck count per 


hour divided by the thigh count. A series of 100 persons 
was studied by this test. In 24 normal subjects the 
thigh-neck clearance ranged from 1 to 9, and in 14 
patients with definite thyrotoxicosis the values ranged 
from 21 to 108. A simple qualitative test for urinary 
iodide is also described. This proved useful in detecting 
patients who had received treatment with iodine con- 
taining substances which would invalidate the radio- 
active test. G. Ansell 
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1161. Stimulation of the Supraoptico-hypophysial System 
in Man 

T. M. CHAcMerS and A. A. G. Lewis. Clinical Science 
(Clin. Sci.] 10, 127-135, Feb., 1951. 8 figs., 17 refs. 


This paper from the Middlesex Hospital, London, 
reports a study of the release, in normal human subjects, 
of antidiuretic hormone (ADH) following stimulation 
of the supraoptico-hypophysial system by 4 different 
methods. The release of antidiuretic hormone was 
indicated by inhibition of water diuresis in healthy 
subjects. The glomerular filtration rate (G.F.R.) was 
measured by inulin clearance tests. Antidiuresis was 
observed during emotional stress caused either by pain 
or by anticipation of pain; the probable mechanism 
was increased tubular resorption, since the glomerular 
filtration rate did not change and the urinary chloride 
concentration rose. Infusion of hypertonic saline led 
to a marked fall in urine flow, accompanied by increase in 
G.F.R. and urinary chloride excretion, thus indicating 
release of ADH. Acetylcholine similarly called forth 
ADH, but the response varied with the level of true 
cholinesterase in the blood of each subject. The anti- 
diuresis was independent of such unpleasant side-effects 
as occurred in some of the cases; it cannot be attributed 
to emotional stress. Cigarette-smoking with vigorous 
inhalation inhibited water diuresis in all subjects, both 
smokers and non-smokers, the latter being on the whole 
more sensitive. Nicotine infusions gave similar results. 
Moreover, rat assays showed the presence of an anti- 
diuretic substance in the urine of 4 subjects after smoking. 

Nancy Gough 


1162. A Nicotine Test for the Investigation of Diabetes 
Insipidus 

A. A. G. Lewis and T. M. CHALMERS. Clinical Science 
[Clin. Sci.] 10, 137-144, Feb., 1951. 6 figs., 8 refs. 


Diabetes insipidus is generally attributed to a lesion 
of the supraoptico-hypophysial system. A _ relatively 
safe method of stimulating this system is the adminis- 
tration of nicotine, and this has been employed in the 
present investigation of clinical diabetes insipidus. The 
test is carried out as follows. The flow of urine is raised 
to about 10 ml. per minute by ingestion of water, and 
then the patient inhales the smoke of 1 to 3 cigarettes 
until severe malaise, giddiness, nausea, or vomiting 
results. The duration of diminution in the flow of 
urine and of increase in the chloride output is observed, 
and the response can be evaluated in terms of vaso- 
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pressin activity by repeating the procedure with suitable 
intravenous doses of the hormone. 

Eleven patients complaining of severe thirst and 
diuresis have been subjected to this test. In 7 the re- 
sponse to nicotine was less than that obtained with 
10 mu. of vasopressin, indicating extensive damage of 
the supraoptico-hypophysial system. In 3 this system 
was probably intact, since inhaled smoke led to the 
release of antidiuretic hormone corresponding to more 
than 100 mu. of vasopressin, a normal response indi- 
cating that the polyuria sprang from other causes. 
The result in the eleventh case was indeterminate. 
Although the response to the nicotine test was at the 
lower limit of the normal range, no concentration of the 
urine after fluid restriction was obtained and the response 
to hypertonic saline was negative. Partial damage to 
the supraoptic nuclei was considered probable. 

Nancy Gough 


1163. The Effect of Nicotine on Urinary Flow in Diabetes 
Insipidus 

J. E. Cates and O. Garrop. Clinical Science [Clin. Sci.] 
10, 145-160, Feb., 1951. 6 figs., 15 refs. 


The investigation reported was carried out on 
patients at St. Bartholomew’s Hospital, London; 8 were 
suffering from diabetes insipidus, 2 from functional 
polydipsia, and 1 had polyuria of unknown origin. Two 
normal subjects, both heavy smokers, were used as 
controls. All patients were subjected to fluid deprivation 
tests, hypertonic saline tests, and nicotine tests (intra- 
venous nicotine, | to 2 mg. for non-smokers and 3 to 6 
mg. for smokers). In most cases the nicotine tests were 
carried out after a standard fluid fast and subsequent 
hydration. The chloride output was measured and the 
glomerular filtration rate was estimated by creatinine 
output. The patients with diabetes insipidus responded 
abnormally to nicotine compared with healthy subjects 
and the 2 patients suffering from functional polydipsia; 
2 showed no antidiuretic response, and the remainder 
responded only after doses of nicotine considerably 
greater than those required by normal subjects (1 mg. 
for non-smokers and 3 mg. for heavy smokers). The 
antidiuresis was accompanied by a rise in urinary 
chloride concentration, indicating release of antidiuretic 
hormone and hence incomplete failure of the supra- 
optic nuclei. The patient with polyuria of undetermined 
cause, although showing no clinical signs of diabetes 
insipidus, gave evidence of loss of function of the supra- 
optico-hypophysial system when subjected to the above 
tests. Nancy Gough 


1164. Hypopituitarism: Studies in Pituitary Tumors 
and Simmonds’ Disease 

K. E. PascHkis and A. CANTAROW. Annals of Internal 
Medicine [Ann. intern. Med.| 34, 669-677, March, 1951. 
18 refs. 


In an endeavour to evaluate the functional impairment 
of the pituitary in 14 patients with pituitary tumours 
(chromophobe adenomata and cranio-pharyngiomata), 
2 patients with Simmonds’s disease due to post-partum 
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necrosis, and | patient with fibrosis of the pituitary of 
undiscovered aetiology, the authors have studied the 
basal metabolic rate (B.M.R.), serum cholesterol level, 
salt excretion (Cutler, Power, and Wilder), insulin 
sensitivity, and urinary 17-ketosteroid and gonado- 
trophin output, as well as the general clinical assess- 
ment. 

The B.M.R. ranged from —9 to —50°%% except in one 
patient with a chromophobe adenoma, in whom two 
estimations were +4 and — 12% respectively. Theserum 
cholesterol level was within normal limits in all cases, the 
highest value (266 mg. per 100 ml.) being found, together 
with a B.M.R. of —9%, in another case of chromo- 
phobe adenoma. The Cutler test showed impaired 
adrenal control of salt excretion in 7 cases (including 
the 3 non-tumour cases), but although _ insulin 
sensitivity was increased in 7 patients (one of the 
patients, who developed an Addisonian crisis during 
the Cutler test, was not subjected to the insulin sensitivity 
test), it was strikingly evident that since some patients 
were normal to one or other of these tests, though not 
to both, there could clearly be dissociation of adreno- 
cortical functional impairment, salt steroid metabolism 
being affected independently of sugar steroid metabolism 
or vice versa. [On this, the authors comment: “ An.... 
explanation would be the assumption of the existence of 
more than one adrenocorticotrophic hormone, for 
which assumption there is no adequate evidence.’ This 
overlooks recent work which has shown quite clearly 
that at least two adrenocorticotrophic hormones exist, 
one having the property of depleting the ascorbic acid 
content of the adrenal cortex in the hypophysectomized 
rat (the basis of the well-known Sayers test) and the 
other having the ability to maintain or restore to normal 
the weight of the adrenal cortex, also in the hypophysec- 
tomized rat.] 

The excretion of 17-ketosteroids ranged from 0-2 to 
9-7 mg. in 24 hours, and again, although all 3 non- 
tumour cases gave low values, there was in general no 
close’ correlation with other tests of adrenocortical 
function. The urinary gonadotrophin levels were 
normal in some patients, possibly reduced in others, but 
definitely increased in yet others, thus demonstrating 
once again the dissociation of functional impairment of 
the pituitary. [The values for urinary gonadotrophins 
are given in “‘ international units’’; the meaning of this 
is not clear since there is still no international unit for 
pituitary gonadotrophin.] 

Since some of the metabolic deficiencies in the tumour 
cases were disclosed only by special investigations, 
the authors conclude that, from the surgical point of 
view, all such patients should be investigated by specific 
tests before operation so that those in whom evidence 
of adrenocortical hypofunction is found may receive 
suitable pre- and post-operative supportive therapy. 

G.I. M. Swyer 


1165. Simmonds’s Disease (Hypopituitarism) in a Man 
due to Traumatic Haemorrhage into the Pituitary Gland 
J. D. RoBeRTSON and H. F. W. Kirkpatrick. Lancet 
[Lancet] 1, 1048-1051, May 12, 1951. 4 figs., 25 refs. 
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1166. The Investigation of Skin Reactions by Electro- 
dermatometry. (Mit Elektrodermatometrie erfassbare 
Vorgange in der Haut) 

F. AICHINGER. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 192, 422-438, 1951. 1 fig., 
18 refs. 


By electrodermatometry the polarizing tension of 
the skin is measured. A torch battery is used as an 
auxiliary current. This tension is a function of the 
vegetative nervous system and is related to the insensible 
perspiration. Impulses from the midbrain reach the 
epidermis and produce ionic changes on the intercellular 
surfaces. This leads to a measurable change of electrical 
potential, which is led off by skin electrodes and read in 
microamperes. 

Experiments were carried out on 41 subjects. First 
skin temperature and electrodermatogram (EDG) rest- 
ing values were taken. Then a 5% pyridin-carbonic 
acid-benzylester cream was applied to a skin area and 
further readings were taken from that area and the 
corresponding contralateral site. The reactions could 
be subdivided into five groups: (1) Hyperaemic dermo- 
graphism. (2) Stronger, longer-lasting, more painful 
reaction than in Group (1), involving a larger area than 
that treated with the irritant; this was due to a reflex 
through, the perivascular nerves. (3) Beginning like 
Group (1) but followed by marked pallor of the central 
area with a hyperaemic margin; the skin microscope 
here showed marked anaemia. (4) An urticarial reaction 
similar to urticaria elevata (3 of the 4 patients in this 
group were women anticipating a menstrual period); this 
experiment showed that the menstrual cycle influences 
the reactivity of the autonomic nervous system. (5) No 
reaction or only very slight reddening of the skin: 2 of 
the patients in this group suffered from ichthyosis and had 
probably lost all power of sweating. 

In all groups the temperature at the irritated site was 
higher than at the control site, regardless of the intensity 
of the reaction. The values ranged from 0-5° to 4° C. 
The EDG readings were, however, strictly related to 
the clinical findings; in Group (1) there was no difference 
between the two sites, Group (2) showed readings up 
to —24, Group (3) positive readings, and Group (4) 
stronger positive readings; no readings were found in 
Group (5). 

The positive EDG reading is related to sympathetic 
tone and the negative reading to vagal tone. The results 
of the experiments are discussed and interpreted in 
detail. Conclusions are drawn as to skin irritability, 
and the parallelism between skin irritability and vasodila- 
tation, permeability of blood vessels, tone of vasomotor 
apparatus, and tissue fluid formation is pointed out. 
These factors also influence the cell metabolism and 
therefore the cell membrane, which is the site of origin 
of the electric effect which is represented in the EDG. 
Furthermore, the influence of insensible perspiration 


(related to intermediate metabolism), of active perspira- 
tion (related to temperature regulation), of psychic 
sweating, of sweating in collapse and similar states, and 
of the prevailing environmental temperature on the EDG 
is pointed out and discussed. 

[This paper covers a very wide field and cannot readily 
be summarized. It should be read in full by those 
interested.] Ferdinand Hillman 


1167. Genetical Studies on Skin Diseases 
Tohoku Journal of Experimental Medicine [Tohoku J. 
exp. Med.] 53, 69 -92, Dec., 1950. [Received May, 1951.] 


(a) Ephelides, Dyschromatosis Symmetrica Hereditaria 
and Xeroderma Pigmentosum 

M. Ito. 10 refs. 

(b) Epidermolysis Bullosa Hereditaria 

Y. Yosuipa. 9 refs. 

(c) Hypotrichosis Congenita 

Y. Yosuipa. 11 refs. 

(d) Keratoma Palmare et Plantare Hereditarium 
Y. YosHiDaA. 9 refs. 

(e) Ichthyosis 

M. Ito. 5 refs. 


(a) Dyschromatosis symmetrica hereditaria is inter- 
mediate between ephilides and xeroderma pigmentosum. 
Ephilides is more common in the female; the other two 
show no sex differences. Xeroderma pigmentosum. may 
occur at any age, and the earlier it appears the more 
severe is it likely to be; the other two conditions are 
more frequent at puberty. It is suggested that all these 
diseases are polymeric and are due to the presence of 
two dominant factors. In xeroderma pigmentosum a 
recessive lethal factor is apparent, since the disease is 
more common in consanguineous marriages. 

(b) Some investigators have divided epidermolysis bul- 
losa hereditaria into two types: simplex and dystrophica. 
Studies of the symptomatology show that there are many 
intermediate types: there is no difference in the sex 
distribution, age of onset, consanguineous -marriage 
rate, and attack rate in the sibs between the two 
types. The disease is thought to be inherited through 
polymeric dominant factors with a recessive intensifier. 

(c) There is uncertainty as to the method of inheritance 
of hypotrichosis congenita, of which 56 cases have been 
studied in Japan. The condition is more common in 
females and is thus probably sex-linked or controlled by 
endocrine functions. Many cases occur in consanguineous 
marriages. Inheritance is thought to be polymeric 
dominant with possibly a recessive inhibitor. 

(d) Astudy was made of 120 cases of keratoma palmare 
et plantare hereditarium. Three types were distinguished : 
d-type, diffuse but sometimes abortive with hyperkeratosis 
limited to the soles, symptoms appearing at puberty; 
m-type, or mal de Meleda, including the abortive form 
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with hyperkeratosis of the internal malleoli, extensor 
surfaces of knees and elbows, dorsum of hands and feet, 
and occasionally on the trunk; a-type, atypical with 
punctuate or linear lesions. The disease is considered to 
be inherited as a polymeric dominant with a recessive 
intensifier. 

(e) Ichthyosis vulgaris occurring in several generations 
is probably less common in Japan than in Western 
Europe; 97 cases were studied in Japan and 7 cases of 
ichthyosis congenita. Both conditions are inherited as 
polymeric, but the factors are combined differently. 

G. M. Findlay 
1168. Vitamin A in Dermatology. (La “ vitamine A ~ 
en dermatologie) 
R. LecLercQ. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 78, 173-187, March— 
April, 1951. Bibliography. 

The principal diseases in which vitamin-A therapy 
seems to be indicated are Darier’s disease, pityriasis 


‘rubra pilaris, the ichthyoses, the keratodermias, and 


leg ulcers. Unfortunately, biological testing is seldom 

done at the same time as the therapeutic tests, and when 

it has been done results have often been discordant. 
James Marshall 


1169. Cutaneous Side Effects of ACTH, Cortisone and 
Pregnenolone Therapy 

M. J. BRUNNER, J. M. RIDDELL, and W. R. Best. Journal 
of Investigative Dermatology [J. invest. Derm.] 16, 205- 
210, April, 1951. 3 figs., 7 refs. 


The cutaneous side-effects of treatment with ACTH, 
cortisone, a combination of these, and with pregnenolone 
are reported. Daily dosage ranged from 50 to 100 mg. 
of ACTH, 50 to 200 mg. of cortisone, and 100 to 150 mg. 
of pregnenolone. There were 105 patients, whose ages 
varied from 18 months to 85 years. Noteworthy side- 
effects were not observed in 26 patients treated with 
ACTH or cortisone for less than 2 weeks. Of 79 
treated for longer, 40 patients (51°) showed cutaneous 
side-effects, of which hyperpigmentation (in 29) was most 
common. Acne was seen in 26 patients. Only those 
treated with ACTH showed hypertrichosis, of whom 11 
were women and one a pre-adolescent boy. In 3 patients 
seborrhoeic dermatitis was seen, though there was 
increased oiliness of the skin in others. Of the patients 
with seborrhoeic dermatitis, one was under treatment 
with pregnenolone and supplied the only example of a 
side-effect with this substance. ‘* Moon face ’’ was seen 
in 11 of 41 patients treated with ACTH alone 

A detailed report is given of one patient receiving 
ACTH who had severe skin reactions (acne, pigmentation, 
and moon face’). S. T. Anning 


1170. Cutaneous Allergy to Phenolphthalein. (L’allergie 
cutanée a la phénolphthaléine) 
—. Rasut and —. Serres. Annales de Dermatologie et 
de Syphiligraphie [Ann. Derm. Syph., Paris] 78, 137-143, 
March-April, 1951. 1 fig. 

The most fréquent eruption due to sensitivity to phenol- 
phthalein is a fixed pigmented relapsing erythema, but 
variants include urticarial, oedematous, vesicular, 


bullous, ecchymotic, ulcerative, and pseudo-atrophic 
forms. Multiform erythematous, scarlatiniform, and 
purpuric forms are rarely seen. The pathogenesis is 
discussed. James Marshall 


1171. Evaluation of Current Methods for the Local 
Treatment of Tinea Capitis 
A. M. KLIiGMAN and W. W. ANDERSON. Journal of 


Investigative Dermatology [J. invest. Derm.] 16, 155-168, 
March, 1951. 30 refs. 


After having evaluated the methods used for the local 
treatment of tinea capitis during the epidemic which 


began in the last decade, the authors suggest that studies - 


to date have not been adequately controlled. The more 
important factors which have largely been ignored are: 
(1) Various workers found that many patients with 
non-inflammatory ringworm were cured spontaneously 
in 3 months to 2 years. (2) The development of an 
inflammatory reaction is almost always associated with 
spontaneous involution. (3) There is evidence that the 
so-called fungistatic agents are relatively ineffective in 
killing the fungus in infected hairs. In view of these 
facts, “* carbowax”’ alone, which is not fungistatic, was 
employed as a control. Ina series of 199 cases of tinea 
capitis due to Microsporum audouini the rate of cure with 
carbowax alone was equal to that obtained with the 
fungistatic agent zinc ethylene bis-dithiocarbamate in a 
carbowax base. The method employed, the value of 
various fungistatic agents in vitro and in vivo, the results 
of manual epilation, the influence of puberty on the 
disease, and the newer approach to treatment are 
discussed. 

(During the discussion the importance of this work 
was stressed. It was suggested, however, that carbowax, 
a wetting agent, might have a loosening effect on the 
hairs, producing epilation, and that further controlled 
series with other ointment bases, such as plain petro- 
latum, should be studied before fungistatic agents are 
discarded. The impracticability of using x-ray epilation 
during epidemics, and the possibility that fungicidal 
ointments coat loose hairs and thus reduce spread of 
infection, were mentioned.) G. B. Mitchell-Heggs 


1172. Report of a Case of Lupus Vulgaris Treated with 
Streptomycin 

J. C. LARKIN and S. PHitiips. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 63, 469- 
473, April, 1951. 3 figs., 3 refs. 


The case is reported of a male negro aged 27 with 
pulmonary tuberculosis, who acquired lupus vulgaris and 
in whom the lesion appeared to heal completely after 
treatment with streptomycin. A diagnosis of pulmonary 
tuberculosis was made when tubercle bacilli were found 
in smears and on culture; the radiological picture was 
suggestive of cavitation in the upper zone. The only 
abnormal physical sign in the chest was the presence of 
inspiratory crepitant rales at the right apex. No cuta- 
neous eruption was present. The tuberculosis was 
treated by rest in bed and, later, pneumoperitoneum; 
after 11 months, hard dry crusts were found in the left 
vestibule of the nose anterior to the turbinates. On 
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removal of the crusts an area of granulation tissue was 
seen at the muco-cutaneous junction. The only symp- 
toms noted were soreness in the nose and difficulty in 
breathing at night. On examination of biopsy material 
tubercle formation was seen in the connective tissue, with 
chronic inflammation and epithelioid-cell formation with 
necrosis. Some Langhans-type giant cells also were 
seen. 

Treatment was started with streptomycin, 1 g. daily, 
and continued for 90 days. A week after treatment 
began a crusted lesion with a red, nodular, firm base was 
seen on the left thigh. Biopsy examination of the lesion 
showed epithelioid-like cells in the subepithelial tissue, 
with lymphocytes and occasional Langhans-type giant 
cells. Some of the cells were arranged in tubercle 
formation. After 2 months’ treatment there was com- 
plete healing of the lesions in the nose and on the 
skin. Five months afterwards biopsy examination of 
the skin of the thigh showed increased fibrous tissue 
with a few collections of chronic inflammatory cells, but 
no evidence of epithelioid or giant cells. 

H. S. Laird 


1173. Cutaneous Tuberculosis and PAS. (Tuberculoses 
cutanées et P.A.S.) 

C. A. ApFFEL. Annales de Dermatologie et de Syphili- 
graphie {|Ann. Derm. Syph., Paris| 78, 165-167, March— 
April, 1951. 

This paper reports rapid cure in one case of lupus 
vulgaris treated with compresses of 20% para-amino- 
salicylic acid, and in one case of erythema induratum 
(Hutchinson) given infiltrations, lavage, and compresses 
of PAS. [The accuracy of the diagnoses is doubtful.] 

James Marshall 


1174. The Myrmecia. A Study of Inclusion Bodies in 
Warts 

A. LyeL_t and J. A. R. Mires. British Medical Journal 
[Brit. med. J.] 1, 912-915, April 28, 1951. 12 figs., 
23 refs. 


This study was carried out in the Skin and Pathology 
Departments of the University of Cambridge. Warts 
from 102 consecutive patients were examined micro- 
scopically. In 36 cases the warts were proved to be 
Type-1 or inclusion warts. The inclusion bodies were 
found to be eosinophilic and were both intracytoplasmic 
and intranuclear; they appeared first in the lowest 
layer of prickly cells and their development could be 
followed into the stratum corneum. The remainder 
were Type-B warts. ‘The distinction between Type 1 and 
Type B was found to be clinical as well as histological. 
Type | are usually plantar, palmar, subungual, or parony- 
chial; they are painful and often associated with inflam- 
mation of the surrounding skin; they are deeply set 
in the skin and form dome-shaped swellings. When 
curetted their size is greater than appears on the surface 
and their substance is opaque, white, and soft. 

The authors were uncertain of the relationship between 
the two types of lesions, but some evidence is given for 
and against the view that there is an absolute distinction 
between them. Type-1 warts are stated to be the same 
entity as the myrmecia of Celsus, the vascular excrescence 
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of Durlacher, and the plantar wart of Dubreuilh. The 
form of plantar wart known as the mosaic wart is histo- 
logically Type B. The Type-1 change is quite distinct 
from the process known as “* Hornmarkbildung”’’. The 
basophilic intranuclear inclusion bodies of Lipschiitz 
are the supragranular stage of the inclusion bodies of 
Type-1 warts. 

The authors suggest that the name “ verruca vulgaris ” 
should be used only for Type-B warts, and that Type-1 
lesions should be called “* myrmecia ”’. H. S. Laird 


1175. Experimental Treatment of Verruca Vulgaris 
with Locally Injected Colchicine 

L. M. Netson. Journal of Investigative Dermatology 
[J. invest. Derm.] 16, 123-124, March, 1951. 2 refs. 


Colchicine, known to be capable of arresting cell 
mitosis in the metaphase, was injected into 18 warts on 
10 patients. A solution of 1 mg. of colchicine in 1 ml. 
natural saline was used in quantities varying from 
0-05 to 0-2 ml. From | to 6 injections were given at 
weekly intervals; 6 warts disappeared and did not recur 
over a period of 3 months. Ten verrucae regressed 
partially or completely only to recur, and 2 were un- 
affected. Pain was moderately severe to very severe in 
4 of the patients. 

The conclusion was reached that under the conditions 
of this experiment the incidence of cure was no larger 
than could be accounted for on a psychological basis, 
but it is suggested that in combination with a long-acting 
analgesic more frequent injections could be given and 
thereby the effect of the colchicine on the cells could 
be maintained for a longer period of time, resulting 
in a higher percentage of cures. 

G. B. Mitchell-Heggs 


1176. General Review of the Senear—Usher Syndrome. 
(La pemphigoide séborrhéique (syndrome de Senear- 
Usher, pemphigus erythematosus)) 

A. Touraine. Bulletin de la Société Francaise de 
Dermatologie et de Syphiligraphie {Bull. Soc. frang. Derm. 
Syph.] 58, 113-124, March-April, 1951. 47 refs. 


A review is given of theories of the aetiology of the 
Senear—Usher syndrome. This still deserves to be 
considered as an entity, and the author is not willing 
to classify it definitely with lupus erythematosus or with 
pemphigus. [Those interested should read this article 
in the original.] . James Marshall 


1177. Evolution and Treatment of the Senear—Usher 
Syndrome. (La pemphigoide séborrhéique (syndrome 
de Senear—Usher)) 

M. E. Griveaup and M. J. Duverne. Bulletin de la 
Société Francaise de Dermatologie et de Syphiligraphie 
[Bull. Soc. frang. Derm. Syph.] 58, 90-112, March- 
April, 1951. 


The authors believe that the Senear—Usher syndrome 
is a clinical entity closely related to pemphigus. There 
are no pathognomonic histological characteristics, but 
bullae always result from a cleavage high in the stratum 
mucosum, and the stratum granulosum disappears. 
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True lupus erythematosus is no longer considered a part 
of the clinical picture. Biochemical investigations add 
nothing of importance. There is no specific treatment, 
and the prognosis, in the long run, is poor. 
[An excellent full review of clinical, histological, and 
biochemical findings in the Senear—Usher syndrome. ] 
James Marshall 


1178. Erythema Nodosum: the Possible Significance of 
Associated Pulmonary Hilar Adenopathy 

C. C. JOHNSON, N. O. HANson, and C. A. Goop. Annals 
of Internal Medicine [Ann. intern. Med.| 34, 983-997, 
April, 1951. 2 figs., 28 refs. 


In this article from the Mayo Foundation there is a 
' good review of the literature on erythema nodosum 
followed by a description of 100 cases, 77 of which were 
in females and 23 in males. Of the total, 30 had no 
associated disease, 26 had upper respiratory tract 
infection, 12 dental or other sepsis, 8 sulphonamide 
sensitivity, 7 sensitivity to bromides, 4 tuberculosis, 4 
chronic ulcerative colitis, 3 carcinoma or sarcoma, 3 
uveitis,and a further 3, each of which was associated with 
a different condition. Nine cases with pulmonary hilar 
adenopathy were found only among the cases with no 
associated disease. G. S. Crockett 


1179. Acute and Subacute Disseminated Lupus Erythe- 
matosus. A Correlation of Clinical and Postmortem 
Findings in Eighteen Cases 

G. C. and I. L. Vurat. Circulation [Circu- 
lation) 3, 492-500, April, 1951. 4 figs., 18 refs. 


A short review of the literature and of the lesions seen 
in acute and subacute disseminated lupus erythema- 
tosis is given in addition to the findings in 18 cases. 
The authors confirmed the predominance of the disease 
in females and its highest incidence in the second and 
third decades of life. Joint pains were present in a 
high percentage of cases (72-2) and preceded the skin 
lesions, which occurred almost as frequently. Fever, 
tachycardia, and dyspnoea were most often accom- 
panied by albuminuria, anaemia, leucopenia, and hyper- 
globinaemia. The diagnosis was confirmed either by 
skin biopsy or by the finding of lupus erythematosus 
cells in the peripheral blood or the bone marrow. 

G. J. Cunningham 


1180. The L.E. (Lupus Erythematosus) Cell. Clinical 
and Chemical Studies 

S. L. Lee, S. R. Micuaet, and I. L. VURAL. American 
Journal of Medicine [Amer. J. Med.] 10, 446-451, April, 
1951. 5 figs., 11 refs. 


The lupus erythematosus (L.E.) cell was found in the 
peripheral blood and bone marrow in every proved case 
of acute disseminated lupus erythematosus examined. 
Cases of diffuse vascular disease, rheumatoid arthritis, 
dermatomyositis, scleroderma, and rheumatic heart 
disease (active and inactive) were examined with negative 
result. The authors showed also that use of an anti- 
coagulant is not necessary, and that time was probably 
the factor required for activation of the plasma fraction 
responsible for producing the L.E. cell. The inclusion 


material in the L.E. cells was found to stain with Feulgen 
and methyl-green stains, thus establishing its content of 
desoxyribose nucleic acid; from the Feulgen : methyl- 
green ratios it is concluded that the desoxyribose nucleic 
acid is in a dipolymerized state. The methods of 
examination adopted are described. A. Brown 


1181. Lichen Ruber Acuminatus Neuroticus of Unna. 
(Lichen ruber acuminatus neuroticus de Unna) 

—. ROLLIER and —. Petit. Annales de Dermatologie et 
de Syphiligraphie [Ann. Derm. Syph., Paris] 78, 168-172, 
March-April, 1951. 4 figs. 


* A male Moor aged 40 gave a history of 15 years of 
recurrent attacks of a skin affection which began with 
erythema and slight oedema of the face and upper third 
of the trunk, spreading in a few days over most of 
the body. There was violent itching. The erythema 
and oedema disappeared in a few weeks, leaving a multi- 
tude of tiny follicular papules, the skin generally being 
reddish and slightly lichenified. The mucous membranes 
were not affected. There was no history of the use of 
any drugs. The histological picture showed non-specific 
changes not suggestive of lichen planus. 

The whole picture closely resembled that described 
by Pautrier (Nouvelle Pratique Dermatologique, 1936, 7, 
463). [Pautrier does not think the condition bears 
any relationship to lichen planus. The name was 
apparently retained on Unna’s insistence.] 

James Marshall 


1182. The Treatment of Parapsoriasis with Vitamin D 
O. CANIZARES, J. H. DWINELLE, and H. SHATIN. Journal 
of Investigative Dermatology [J. invest. Derm.] 16, 121- 
124, March, 1951. 2 refs. 


In view of the fact that a patient with parapsoriasis 
recovered completely after exposure to Florida sun- 
light but relapsed on his return to New York, the 
authors thought that vitamin D2 might be of value in 
this disease. 

Following the successful treatment of this and another 
patient with vitamin D2, a preliminary short report 
of 4 more cases is presented. The 4 cases responded 
rapidly to the daily administration of 150,000 units of 
vitamin D2. One case was of the guttate type: the 
second in one attack presented lesions of guttate type; 
another was of ithe acute varioliform type. One patient 
had guttate lesions with retiform elements, and ail the 
4 had the “en plaques” variety. One case relapsed 
shortly after treatment was discontinued; the others 
have remained free of lesions 3 to 6 months after cessa- 
tion of therapy. G. B. Mitchell-Heggs 


1183. Seborrheic Keratosis and Verruca, with Special 
Reference to the Melanotic Variety 

S. W. Becker. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 63, 358-372, March, 1951. 
8 figs., 46 refs. 


The extensive literature on. seborrhoeic keratosis is 
reviewed. Basal-celled carcinomata have been described 
as arising in close proximity to seborrhoeic keratoses, if 
not in the lesions themselves. Pigmentation and dermal 
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infiltration are commonly seen. Anaplasia was seen in 
about 40% of 263 specimens from 252 patients examined 
histologically in the Dermatological Laboratory of the 
University of Chicago. The author regards sebor- 
rhoeic keratosis as a benign epidermal neoplasm which 
is not precancerous. John T. Ingram 


1184. The Histogenesis of Recklinghausen’s Disease of 
the Skin. (Zur Histogenese des: Morbus Recklinghausen 
der Haut) 

F. JouN and F. Ormea. Archiv fiir Dermatologie und 
Syphilis [Arch. Derm. Syph., Wien] 192, 478-508, 1951. 
18 figs., bibliography. 


As an introduction the term “terminal reticulum ”’ 


_ of the vegetative nervous system is discussed. The 


terminal reticulum is considered to be a syncytium, 
connecting together all constituents of the normal skin 
such as the musculi arrectores pilorum, skin vessels, and 
sweat and sebaceous glands; it is capable of influencing 
these structures to a certain extent by central impulses. 
Some skin affections could be explained by this 
mechanism. Previous work on von Recklinghausen’s 
disease is extensively reviewed and all 3 theories as to its 
origin are considered. It may be due to a disturbance 
of the mesoderm, of the ectoderm, or of both. 

For the present investigation specimens were taken 
from living patients and stained by the Bielschowski- 
Gros technique. The aim was to determine the role and 
participation of peripheral nerve fibres, of their connec- 
tive-tissue sheaths, and of the terminal reticulum. The 
reaction of the skin elements to the tumours was also 
studied. Examination of young tumours showed 
proliferation of nerve trunks at a distance and of nerve 
fibres (mainly sensory) in the substance of the tumours 
with destruction of the nerve-supporting tissues. In 
“old’’ tumours there was a degeneration of nervous 
tissue with proliferation of the supporting-tissues. It is 
from the study of these “‘old’’ tumours that the 
erroneous opinion as to the connective-tissue origin of 
the disease was formed. Degenerative changes of the 
terminal reticulum are also described. They may be 
secondary to the tumour formation and reflect perhaps 
also a central stimulus which has led to the tumour 
formation. They prove, at any rate, the participation of 


the autonomic nervous system in the disease. 


Ferdinand Hillman 


1185. Effect of Locally Injected Colchicine on Cutaneous 
Carcinomas 

L. M. Netson. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 63, 440-442, April, 
1951. 10 refs. : 


The author, being unable to find any record of the 
use of colchicine for treatment of tumours by local 
application, tried it on 11 patients (7 with rodent ulcers 
and 4 with squamous carcinomata of skin, all under 10 
mm. in diameter). The dose used was 0-1 to 0-15 ml. 
of a 1 in 1,000 solution, injected once or twice. All but 
one tumour disappeared; 3 recurred; in 5 cases tumour 
tissue was seen on later excision of apparently cured 
lesions; in 3 cure appeared to be complete. It is thus 


demonstrated that colchicine given in this way may be 
able to cure tumours, but that in its present form the 
method is less effective than established techniques. [No 
details of the cytological response of the tumours are 
given.] B. Lennox 


1186. Clinical Study of Visceral Lesions and Endocrine 
Disturbances in Eight Cases of Diffuse Scleroderma 

J. Ropes Git. Annals of Internal Medicine [Ann. 
intern. Med.} 34, 862-871, April, 1951. 7 figs., 9 refs. 


Visceral lesions are described in 8 patients. Dilatation 
of the oesophagus, stomach, and small bowel with 
mucosal atrophy was shown by the majority, as well as 
decreased peristalsis of the small intestine. In those 
cases where the heart was enlarged it was enlarged 
uniformly, giving the appearance of a pericardial effusion; 
these cases often showed bundle-branch block, and when 
congestive failure supervened, the sclerodermatous skin 


did not become oedematous. Four patients had diffuse , 


fibrosis of the lungs, and it is clear that the process 
attacks the entire mesenchymal system. All patients 
showed changes suggesting hypoadrenalism. 

G. S. Crockett 


1187. Cortisone-treated Scleroderma. Report of a Case 
with Autopsy Findings 

J. G. SHarnorr, H. L. Caripeo, and I. D. STEIN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 145, 1230-1232, April 2, 1951. 4 figs., 
8 refs. 


A patient with moderately advanced and generalized 
scleroderma responded dramatically to cortisone. 
Within a period of 10 weeks an irreversible hypertension 
developed, and she died in uremia. At autopsy, severe 
vascular lesions of the type frequently found in sclero- 
derma were present in the kidneys. In addition, a new 
histological observation of thrombotic ischemic infarc- 
tions of the kidneys was made. Because these have not 
been reported prior to the advent of cortisone and 
adrenocorticotrophic hormone therapy it was suspected 
that such treatment may have accelerated the develop- 
ment of the pre-existing renal vascular lesions. This 
assumes even more validity because both clinically and 
histologically the developments resemble the lethal 
outcome in reported cases of polyarteritis nodosa.— 
[Authors’ summary.] 


1188. Findings in a Case of Hidradenoma Eruptivum. 
(Constatations et réflexions au sujet d'un cas d’hidra- 
dénomes éruptifs) 
F. WorINGER and A. EICHLER. Annales de Dermatologie 
et de Syphiligraphie [Ann. Derm. Syph., Paris] 78, 
152-164, March-April, 1951. 7 figs. 

This is a detailed histological study of a case where, by 
means of serial sections, the structure and relations of the 


lesions have been demonstrated. Hidradenomata are re- 


lated to the exocrine sweat glands and not to the apocrine 
glands, in spite of their predilection for the axillae and 
pubis. It seems certain that endocrine dysfunction plays 
a part in the causation of hidradenomata. 

James Marshall 
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1189. Role of Viruses and “ L”’ Organisms in Gonor- 
rhoea. (R6le des virus des formes “* L ’’ dans la blennor- 
ragie) 

P. and L. Boret. Bulletin de la Société Francaise 
de Dermatologie et de Syphiligraphie (Bull. Soc. frang. 
Derm. Syph.] 58, 144-161, March-April, 1951. Biblio- 
graphy. 

A review is given of the literature together with 
personal observations on the problem of secondary 
gonorrhoea and certain forms of non-gonococcal 
urethritis. Chlamydozoa oculogenitale is considered a 
more important causal factor than “L” organisms. 
Aureomycin appears to be the most useful antibiotic 
for such infections. James Marshall 


1190. Cardiolipin Antigen—I. A Qualitative Examin- 
ation of Sensitivity and Specificity 

H. Scumipt. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.] 27, 23-33, March, 1951. 1 fig., 39 refs. 


The author has carried out an investigation into the 
merits and demerits of the comparatively newly intro- 
duced substance cardiolipin, in conjunction with lecithin 
and cholesterol, as an antigen in the Wassermann 
reaction. While he reserves his final judgment pending 
further investigation, his results appear to be favourable. 
Since cardiolipin and lecithin are chemically well defined 
and cholesterol is a chemically pure substance, the author 
believes that the time cannot be far distant when the 
Wassermann technique will be simplified to the extent 
that there will no longer be the need for the time- 
consuming adjustments necessary with an unpurified 
antigen. 

[There is so much essential detail in this paper that it is 
difficult to abstract satisfactorily. Those interested in 
this aspect of immune reactions should refer to the 
original paper.] , R. B. T. Baldwin 


1191. Chloromycetin (Chloramphenicol) in the Treat- 
ment of Various Types of Syphilis. A Preliminary 
Follow-up 

M. J. RoMANsKy, S. OLANSKyY, S. R. TAGGART, G. S. 
LANDMAN, and E. D. Rosin. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 35, 234-239, May, 1951. 6 refs. 


The authors have treated 103 patients—33 with prim- 
ary, 46 with secondary, 11 with early latent, and 13 with 
other forms of syphilis—with chloramphenicol, 30 to 
60 mg. per kg. orally, over 4 to 8 days and observed them 
for 5 to 6 months. The healing of the lesions in the 79 
cases of early syphilis was as rapid as with penicillin, 
and there were 1 relapse and 3 reinfections at 5 to 6 
months. The highest percentage of serum-negativity 
was noted in those receiving 60 mg. per kg. over 8 days. 
Serological improvement occurred in all but one of the 
11 cases of early latent syphilis, but none achieved serum- 


Diseases 


negativity during the period of observation. Three 
patients with gummatous ulceration of the legs received 
60 mg. per kg. over 8 days. The ulcers healed in all, byt 
relapsed at 2 months in one, healing again after only 
30 mg. per kg. had been given over 8 days. The 
mechanism of healing appeared to differ from that ob. 
tained with penicillin, as no decrease in diameter took 
place until the ulcers had filled up from the bottom, 

Of 5 patients with neurosyphilis treated, 1 had 
paresis, 2 acute meningovascular syphilis, | optic atrophy, 
and | tabes dorsalis. The 2 with meningovascular 
syphilis and the 1 with paresis all showed restoration 
to normal of the cerebrospinal-fluid cell count, though 
without other changes, at 15 days, but were subsequently 
lost to surveillance. The patients with optic atrophy 
and tabes dorsalis showed no improvement at 6 to 8 
months. Six of the patients with early syphilis were 
pregnant at the time of treatment. There was one 
definite failure in the children in so far as secondary 
lesions developed at 2 months, but the status of the 
remainder at | to 3 months was satisfactory. 

Reactions to chloramphenicol were infrequent and 
consisted of dryness of the mouth and diarrhoea in a 
few cases. Herxheimer reactions were noted. Five 
patients developed a red granular glossitis and pharyn- 
gitis, which disappeared following the administration of 
vitamin B. R. R. Willcox 


1192. Immunizing Action of the Skin in Syphilis, 
(Contribution a l'étude de l’action immunisante de la 
peau dans la syphilis) 

G. HIGOUMENAKIS. Annales de Dermatologie et de 
Svphiligraphie [Ann. Derm. Syph., Paris] 78, 144-15], 
March-April, 1951. 2 figs., 7 refs. 


Irregular or insufficient treatment of serum-negative 
primary syphilis predisposes the patient to neurosyphilis 
and to the precocious appearance of this complication. 

Early syphilis is better untreated than badly treated. 
This conclusion is supported by the observation that 
unrecognized and untreated syphilis often runs a benign 
course. This is probably due to the development of 
immunity as a result of secondary or tertiary skin lesions. 
The immunizing action of the skin is proportionate to the 
extent of the lesions. The benign evolution of syphilis 
in cases with widespread skin lesions (specific or nom 
specific) seems to imply that immunity is developed in 
the skin. James Marshall 


1193. Non-gonococcal Urethritis other than Virus 
Urethritis. (Les uréthrites. non gonococciques 
dehors des uréthrites 4 virus) 

P. GuILteret and J. PELLERAT. Bulletin de la Société 
Francaise de Dermatologie et de Syphiligraphie (Bull. Soc. 
frang. Derm. Syph.| 58, 125-143, March-April, 1951. 
2 refs. 
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1194. Nephrotic Syndrome. Effect of Adrenocortico- 
ic Hormone 

C. M. Ritey. Pediatrics [Pediatrics] 7, 457-470, April, 

1951. 5 figs., 15 refs. 


Adrenocorticotrophic hormone (ACTH) was admini- 
stered to children with the nephrotic syndrome in short 
courses of 4 to 6 days. The usual dosage was 15 mg. 
every 6 hours. Of 14 patients, 9 showed a significant 
diuresis and 5 of these were completely freed from 
oedema. Such factors as the length of history, the 
number and causation of previous remissions, and degree 
of azotaemia, haematuria, and hypertension present 
bore no relation to the degree of response to ACTH. 
Five patients who had responded well to ACTH were 
given a second course: 4 had a further diuresis, but 1 
failed to show any response. Figures are presented 
which suggest that even in the absence of a significant 
clinical response to the drug there is a slight sodium 
diuresis. 

The levels of sodium, chloride, potassium, and pro- 
teins in the blood were not appreciably altered by the 
administration of ACTH. Eosinophil counts showed 
a rapid fall immediately treatment was started. In 
some cases the blood cholesterol level fell after treat- 
ment: this change was not related to the degree of 
diuresis. Several patients who had responded well 
to treatment were given sodium lactate by mouth: 
no oedema occurred and it was shown that the increased 
sodium intake was excreted normally. Follow-up of 
these patients over periods of 7 to 15 months was in- 
conclusive; some remained free from oedema, whereas 
others quickly became oedematous again and further 
remissions were induced with ACTH or occurred spon- 
taneously. 

No indication of the nature of this action of ACTH 
is apparent from these results. It is not a curative 
agent, but it does induce diuresis with a fair degree of 
regularity. B. E. W. Mace 


1195. Intracellular Cation Exchanges in Acidosis due 
to Renal Insufficiency: Effects of Alkali Therapy 

J. R. Eckinton, R. D. Squires, and R. B. SINGER. 
Journal of Clinical Investigation [J. clin. Invest.] 39, 
381-387, April, 1951. 2 figs., 21 refs. 


Eight patients suffering from metabolic acidosis due 
to renal insufficiency were studied by the “ balance 
technique’ during the administration of sodium bi- 
carbonate and lactate, from the point of view of their 
electrolyte exchanges. 

Intracellular sodium is shown to have been depleted 
in all patients, for during replacement therapy with 
alkalis sodium entered the intracellular space (the 
“non-chloride space ’’) in large amounts. The difficulty 
is stressed of calculating in advance the amount of 
sodium required to correct a metabolic acidosis. Apart 


from irregularities of absorption and excretion of the 
administered sodium bicarbonate, the degrees of de- 
pletion of sodium both in the extracellular and intra- 
cellular spaces have to be estimated, the change in the 
amount of cation buffered by protein with the change in 
PH has to be allowed for, and any change in chloride 
concentration taken into consideration, since a fall in 
chloride leads to an increase in available base. 

The findings of Singer and Hastings (Medicine, 1948, 
27, 223) are confirmed to the effect that measurements of 
** buffer base ’’, which is equivalent to bicarbonate plus 
protein anion, reflect changes following the adminis- 
tration of acids or alkalis better than those of bicarbon- 
ate alone. 

Serum potassium level was found to depend largely 
on the degree of renal impairment. Thus, in polyuric 
patients it was within or below normal limits, while 
in the oliguric group it was elevated. Potassium by 
way of treatment was given only to the former group of 
patients, in whom a positive potassium balance was 
recorded during the treatment. The oliguric patients, 
who received no additional potassium, did not show any 
significant change in potassium balance. 

[The balance technique ”’ involves the administra- 
tion of measured amounts of foods of known com- 
position, and measurements of all excreta and their 
analysis. ] A. Swan 


1196. Acute Renal Failure. Two Cases Treated by 
Decapsulation and Peritoneal Dialysis 

D. W. BraAcey. British Journal of Surgery (Brit. J. Surg.] 
38, 482-488, April, 1951. 6 figs., 25 refs. 


The author describes 2 personal cases of acute renal 
failure, the first due to sulphamerazine without adequate 
water intake and the second to overdose of aspirin. 
Acute renal failure under these and similar conditions 
is probably due to cortical ischaemia caused by vaso- 
spasm, and to tubular damage especially in the distal 
tubules. The various recent contributions on this sub- 
ject are briefly reviewed. 

Both the author’s cases were treated conservatively 
until it was found that deterioration continued. Then 
bilateral decapsulation of the kidneys was performed 
with the patient in the prone position, and at the same 
time a metal tube was inserted into the peritoneal cavity 
lateral to the descending colon and peritoneal dialysis 
carried out. It was noticed that in each case the kid- 
neys were under considerable tension. Both patients 
subsequently recovered. 

Decapsulation of the kidney is considered at least a 
harmless procedure, only to be used when no response 
occurs to conservative treatment. The author con- 
siders that the main advantage of decapsulation lies 
not in the elimination of uraemia but in relieving the 
anoxia in the kidney under pressure and resuscitating 
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glomerular systems as yet undamaged by vasospasm. 
He quotes several extracts from the literature reporting 
recovery of renal function after decapsulation. In one 
unsuccessful case necropsy showed advanced cortical 
necrosis. 

Peritoneal dialysis in these cases is not considered 
to have really aided recovery. There are certain draw- 
backs to peritoneal dialysis: (1) the quantity withdrawn 
rarely equals the quantity instilled; (2) peritoneal 
adhesions restrict the area used; (3) electrolyte disturb- 
ances occur which are not easy to foretell or control. 

On the basis of his 2 cases and a review of other 
experiences the author suggests the following technique: 
(1) patient in the prone position with metal tube (a 
perforated thermometer case) in the peritoneal cavity 
alongside the descending colon; (2) normal saline to 
be used as the irrigating solution; (3) 2 litres of the 
solution should be run in rapidly in about an hour and 
recovered forthwith by siphonage; (4) the gas content 
of the bowel should be diminished by enemata before the 
irrigation. K. H. Taylor 


1197. Renal Function and Electrolyte Metabolism in 
Acute Glomerulonephritis 

D. P. Earze, S. J. FARBER, J. D. ALEXANDER, and E. D. 
PELLEGRINO. Journal of Clinical Investigation [J. clin. 
Invest.] 30, 421-433, April, 1951. 1 fig., 28 refs. 


A study was made, at the New York University 
College of Medicine, of 11 patients with glomerulo- 
nephritis: 8 in their first attack and 3 in an acute 
exacerbation of the chronic condition. One of the 8 
was also observed in his second attack. Similar changes 
were found in both groups. 

There was a definite reduction in the glomerular 
filtration rate (G.F.R.) at the first observation in all but 
one instance, thus confirming earlier work on the subject. 
The ratio of filtration fraction (F.F.) to renal plasma 
flow (R.P.F.) was reduced at some time in 8 out of 12 
episodes, owing to the fact that R.P.F. either remained 
within normal limits or was reduced less than G.F.R. 
Out of 9 instances the excretion of p-aminohippurate 
was reduced in 7 and reabsorption of glucose in 8; 
their reduction was, however, usually less than that of 
G.F.R., indicating a greater impairment of glomerular 
than of tubular function. The reduction in G.F.R. and 
F.F. occurred in spite of hypertension, which was 
recorded in all cases, and in spite of congestive heart 
failure in 2 cases. Both these conditions tend to produce 
an elevated F.F. 

Generally there was a tendency for these abnormalities 
of renal function to return towards normal with clinical 
improvement; but there was no correlation between 
complete healing or relapse into a chronic state and the 
rate of return to normal of renal function. A return of 
F.F. to normal did not exclude development of chronic 
renal disease. No complete return to normal of renal- 
function-test figures was observed during recovery from 
acute exacerbations of chronic glomerulonephritis. 

Changes in electrolyte metabolism were as follows: 
serum sodium levels did not significantly deviate from 
normal, and no correlation was noticed between these 
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levels and the presence or absence of oedema. Diuresis 
during recovery, in some instances, took place without a 
change inG.F.R. Chloride and potassium ions typically 
showed raised plasma levels and did not return to normal 
with clinical recovery, at any rate during the period of 
observation (30 to 117 days). Excretion of chloride and 
sodium remained approximately equivalent. Inorganic 
phosphates showed less definite and more variable 
deviations from normal plasma levels than did potassium, 
On the average there was some increase. Ammonia 
excretion was raised in the early stage of the disease, but 
returned to normal later. None of the above changes 
in the electrolyte metabolism could be correlated with 
the observed changes in renal function. Urea clearance 
was frequently reduced to a much greater extent than 
G.F.R. The authors suggest that this may be due to 
damage to the “renal epithelium” permitting an 
** increased back diffusion of salt as well as of urea”, 
This conjecture finds support in a finding during the 
above investigations that recovery can take place without 
a concomitant increase in G.F.R. A. Swan 


1198. Clinical Syndrome associated with Kimmelstiel- 
Wilson Lesion of the Kidney 

I. GILLILAND.* British Medical Journal (Brit. med. J.] 1, 
916-919, April 28, 1951. 6 figs., 28 refs. 


The true Kimmelstiel-Wilson lesion (intercapillary 
glomerulosclerosis) consists of well-defined islands of 
hyaline material in the glomeruli. I[t occurs in 
diabetics and should not be confused with the wide- 
spread basement-membrane thickening which may also 
occur in the same disease. This paper deals with 43 
diabetics whose renal pathology was correlated with the 
symptoms they displayed. It was found that the symp- 
tom-complexes in cases of intercapillary glomerulosclero- 
sis were different from those in renal arteriosclerosis, 
pyelonephritis, or non-renal diabetes. 

Elderly female diabetics furnished the greatest number 
of Kimmelstiel-Wilson cases. The diabetes may be 
severe or mild. There was marked proteinuria in both 
the Kinmelstiel-—Wilson and pyelonephritic groups. 
Hypertension was almost constant, and so was oedema; 
they all had peripheral neuritis and eye changes. 

The author stresses the high incidence of renal lesions 
in the 43 diabetics:studied and mentions similar findings 
in the world literature. The advanced form of glomeru- 
lar hyalinization is, for practical purposes, confined to 
diabetics. The nephrotic stage of chronic glomerulo- 
nephritis may simulate the Kimmelstiel—Wilson syn- 
drome: the former usually occurs in younger patients 
and there may be a history of an acute attack. Amyloid 
disease is distinguished by the anaemia and typical 
symptoms. According to various authorities it would 
appear that good control of the diabetes should tend 
to delay the onset of renal complications, and that the 
duration of the diabetes is a prime factor in the develop- 
ment of any degenerative lesion. The paper contains a 
comprehensive review of the opinions of various authors 
on the Kimmelstiel—-Wilson syndrome. The conclusion 


is drawn that the renal lesion is associated with a definite 
Paul B. Woolley 


clinical picture. 
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1199. Observations during ACTH and _ Cortisone 
Administration to a Patient with Longstanding Panhypo- 
pituitarism and Rheumatoid Arthritis 

C. E. Scurock, R. F. SHEETs, and W. B. BEAN. Journal 
of Clinical Investigation [J. clin. Invest.| 30, 174-180, 
Feb., 1951. 4 figs., 16 refs. 


A woman aged 46 developed hypopituitarism after 
the birth of her only child and subsequently became 
crippled with rheumatoid arthritis. Her arthritis im- 
proved when she was given cortisone, but not when she 
was given ACTH. A metabolic study showed that the 
adrenal gland was responding only incompletely to the 
stimulus of the ACTH. H. V. Morgan 


1200. The Natural Course of Rheumatoid Arthritis and 
the Changes Induced by ACTH 

J. E. GianstRAcusA, M. W. Ropes, J. P. KULKA, and 
W. BAvuER. American Journal of Medicine [Amer. J. 
Med.] 10, 419-438, April, 1951. 11 figs., 10 refs. 


The authors report observations made on a young 
woman treated for rheumatoid arthritis at the Massa- 
chusetts General Hospital, Boston, between 1942 and 
1949. This 7-year period included an initial phase of 
active disease, a spontaneous remission, a post-operative 
exacerbation, an ACTH-induced remission, and two 
ACTH-withdrawal exacerbations. The clinical, radio- 
logical, and laboratory findings are described in detail 
for each stage of the disease. 

ACTH was given initially in doses of 100 mg. daily. 
A miid exacerbation occurred on the 65th day of treat- 
ment when the dose of ACTH had been reduced to 42 
mg. per day, but a further remission occurred on in- 
creasing the dose. A severe psychosis developed on the 
130th day necessitating the withdrawal of ACTH. 
Objective signs of an exacerbation developed on the 12th 
post-ACTH day, and the signs approximated to the pre- 
ACTH level by the 19th day. The clinical changes 
observed during the ACTH-induced remission followed 
the usual pattern and were comparable to those seen 
during the spontaneous remission except that they 
occurred in weeks instead of many months. Hyper- 
hidrosis of hands and feet and minor generalized 
lymphadenopathy were not influenced by ACTH 
administration. When the disease was active the 
following changes were noted in the serum protein 
fractions as determined electrophoretically: an increase 
in «-1, «-2, and gamma globulin and fibrinogen frac- 
tions and a marked reduction in the albumin fraction. 
The protein fractions changed in the direction of normal 
during the spontaneous and ACTH-induced remissions. 

Synovial-fluid changes were followed during ACTH 
therapy, but observations made on the fluid during the 
spontaneous remission were not complete enough for 
a comparison to be made. The abnormalities in the 
fluid—namely, in the nucleated cell counts, the character 


of mucin, and the serum-fluid glucose difference— 
returned to normal after ACTH administration, but the 
viscosity increased to a point far beyond that for normal 
synovial fluid. 

Observations made on the eosinophil counts, 17- 
ketosteroid excretion, and 1 1-oxycorticosteroid excretion 


during ACTH therapy followed the usual pattern. The - 


effect of ACTH on liver function tests was also studied. 
The cephalin-flocculation and bromsulphalein reactions, 
which had previously been normal, became abnormal 
in the latter part of the ACTH period. The cholesterol- 
ester-cholesterol ratio decreased from 60 to 28% in the 
ACTH period, but whether this was due to increased 
adrenocortical activity or to impairment of liver function 
was not clear. 

After 2 to 3 weeks of ACTH therapy a “* moon facies ~ 
and other side-effects developed. Post-prandial hyper- 
glycaemia, slight glycosuria, and moderate insulin. 
resistance developed during the ACTH period. Observa-. 
tions were made on the serum electrolytes during ACTH 
therapy. The authors show that, although potassium de- 
ficiency was present when the patient became psychotic, 
this did not in fact contribute to the psychosis. There 
was no change in serum calcium or phosphorus levels 
until the 130th day of ACTH when, concurrently with 
the onset of psychosis, they rose to 12 and 5 mg. per 100 
ml. respectively. Synovial tissue examined microscopi- 
cally towards the end of the period of natural remission 
and after 110 days of ACTH revealed persistence of 
mild synovitis. C. E. Quin 


1201. Evaluation of Steroids in Rheumatoid Arthritis 
B. M. Norcross, L. M. Lockie, and J. H. TAsortrt. 
New York State Journal of Medicine (N.Y. St. J. Med.} 
51, 1031-1037, April 15, 1951. 44 refs. 


Testosterone, deoxycortone acetate (DCA) and 
ascorbic acid, 2l-acetoxy 4-5-pregnenolone, J-5- 
pregnenolone, 16-dehydro-pregnenolone, and_ corti- 
sone were given to 67 patients; of these, 55 had 
rheumatoid arthritis, 4 rheumatoid arthritis associated 
with psoriasis, 7 ‘‘ rheumatoid spondylitis’’, and 1 
advanced osteoarthritis. 

Testosterone was given intramuscularly to 1 female and 
17 male patients in a dosage of 150 to 300 mg. daily 
to a total of 3,000 to 4,500 mg. Eight of them were 
improved; most patients showed some gain in weight, 
in 2 oedema developed, and the female patient noticed 
hirsuties and deepening of the voice. DCA and ascorbic 
acid, in doses of 5 mg. intramuscularly and 1,000 mg. 
intravenously respectively, were given daily to 23 patients. 
Seven showed slight improvement and 3 definite objec- 
tive improvement. Erythrocyte sedimentation rates 
and eosinophil counts were unaltered. 21-Acetoxy-J-5- 
pregnenolone, in doses of 300 to 500 mg. intramuscularly 
daily for periods of 10 to 40 days, was given to 13 
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patients. Two of these improved significantly; in the 
others there was no change in erythrocyte sedimenta- 
tion rate, blood pressure, or biochemical values. J4-5- 
Pregnenolone, in doses of 400 to 500 mg. daily by mouth 
for 4 to 16 weeks, was given to 24 patients; only 2 
responded. 16-Dehydro-pregnenolone, 100 mg. daily 
intramuscularly, was given to 7 patients: 2 showed 
slight improvement; in 5 patients multiple abscesses 
developed. 

Cortisone was given to 24 patients, of whom 22 had 
received at least one previous course of steroid therapy 
without improvement. All responded well, with lower- 
ing of the erythrocyte sedimentation rate and an initial 
eosinopenia. Euphoria was noted in 18 patients. 

One patient, who had Addison’s disease in addition 
to rheumatoid arthritis, developed a complete remission 
of the arthritis and improvement in the symptoms of 
Addison’s disease on an initial dose of 25 mg. Cortisone 
in a daily dose of 12-5 mg. maintained this remission. 

B. E. W. Mace 


1202. Studies of Specific Antibodies in the Plasma of 
Patients with Acute Rheumatism or Rheumatoid Arthritis. 
(Investigaziones sobre anticuerpos especificos en el 
plasma de enfermos con reumatismo cardio-articular o 
artritis reumatdide) 

J. M. E. ARJONA, C. JIMENEZ Diaz, E. LOpez- 
Garcia, J. MARTINEZ, and J. M. SeGovia. Revista 
Clinica Espafiola (Rev. clin. esp.] 40, 83-86, Jan. 31, 
1951. 11 figs. 


The authors have investigated the possible presence in 
the plasma of rheumatic patients of antibodies against 
organs (acting as antigens) of animals subjected to serum 
shock. Similar results were obtained in both normal 
and rheumatic patients, and precipitating antibodies 
could not be demonstrated by the collodion technique. 
Complement-fixation tests were persistently negative. 
The authors point out that the antibodies may be so 
few as to be undemonstrable by the techniques used, and 
that better results may be obtained if the organ-antigens 
are prepared differently. René Méndez 


1203. Some Experiences in the Use of the Adrenaline 
Test in 51 Cases of Rheumatoid Arthritis 

L. J. A. Parr, E. A. SHipton, and P. Wuite. Medical 
Journal of Australia [Med. J. Aust.] 1, 682-690, May 12, 
1951. 23 refs. 


Of 51 cases of rheumatoid arthritis tested, all but 7 
responded to 0:5 mg. adrenaline subcutaneously by a 
fall in eosinophil count of 50% or more; 23 out of 34 
examined also showed a polymorphonuclear leucocytosis 
and a relative lymphopenia: 13 had an initial lympho- 
cytosis. 

In view of the normal adrenocortical response to 
adrenaline in most cases of rheumatoid arthritis the 
authors used the drug therapeutically and claim that it 
** is productive of outstanding benefit in febrile rheuma- 
toid arthritis and is often of great value in the chronic 
vasospastic varieties of the disease’. In addition, their 
observation that lymphocytosis with lymphadenopathy 
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commonly occurs in rheumatoid arthritis was used as 
the rationale for treating some cases by x-ray therapy 
to the thymus and mediastinum. The authors claim to 
have produced remissions thereby, with reduction in, 
or return to normal of, the erythrocyte sedimentation 
rate. A negative reaction to Thorn’s test in rheuma- 
toid arthritis is said to indicate the need for cortisone, 
and combinations of adrenaline and insulin are said to 
be more effective than adrenaline alone. Nevertheless, 
some cases appeared to have clinical remissions after 
adrenaline treatment in the absence of eosinopenia. 
This is accounted for by postulating the production of 
two separate hormones by the adrenaline-stimulated 
adrenal—one responsible for eosinopenia and the other 
for lymphopenia. Presumably either can induce a 
clinical remission. 

It is concluded that most patients with rheumatoid 
arthritis have a normally reacting pituitary—adrenocorti- 
cal mechanism, and that in many cases an overactive 
thymico-lymphatic system (as in the so-called “ status 
thymico-lymphaticus *”) causes increased sensitivity to 
the bacterial and other antigens which the authors believe 
to be the cause of most cases of rheumatoid arthritis, 
Increased production of adrenal steroids is required to 
counter this sensitivity state, which may also be reduced 
by x-ray therapy. 

[Few details of the case histories or of the dosage and 
total amounts of adrenaline used are given. No detailed 
criteria of “remission’’ are stated and no control 
experiments are mentioned. It appears that in addition 
to adrenaline many cases were also treated concurrently 
with benzyl sulphanilamide and large doses of ascorbic 
acid. The authors also claim good remissions from the 
use of benzyl sulphanilamide alone, and these are 
attributed to “ suppression of bacterial antigens *’.] 

Ellis Dresner 


1204. Intravenous and Oral Administration of Salicylates 
in the Differential Diagnosis of Rheumatic Conditions. 
(Differentialdiagnostische Mdéglichkeiten der intra- 
vendsen und peroralen Salizylbelastung bei rheumatischen 
Erkrankungen) 

W. BLUMENCRON and E. BoRKENSTEIN. Zeitschrift fiir 
Rheumaforschung [Z. Rheumaforsch.] 10, 146-154, April, 
1951. 2 figs., 7 refs. 


Two tests with salicylates are described in an attempt 
to differentiate between rheumatoid arthritis and acute 
rheumatism. After an intravenous injection of 20 ml. of 
a solution containing 2 g. sodium salicylate the patient 
rests fasting, and after 14 minutes, 30 minutes, 2 hours, 
and 5 hours the concentration of salicylate in the serum 
is determined. In rheumatic subjects the concentration 
after 14 minutes is lower than in normal subjects, but the 
difference between the concentrations after 14 and 30 
minutes is smaller. After the oral ingestion of 0-5 g. 


the urinary excretion time is prolonged up to 24 
hours. The first test was performed on 45 rheumatic 
patients and on 6 controls, the second on 24 rheumatic 
patients and 46 with rheumatoid arthritis: in these last 
the excretion time was 16 hours. 

Various explanations are suggested for this difference 
between the two groups. 


J. Mester 
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1205. The Palmomental Reflex. A Physiological and 
Clinical Analysis 

J. R. Bake and E. C. KuNKLE. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 65, 
337-345, March, 1951. 3 figs., 31 refs. 


The authors have studied the palmomental reflex 
in 170 normal adult subjects and in 43 patients with 
neurological disease. The reflex is elicited by means of 
a brisk stroke with a blunt point in a distal direction on 
the thenar eminence; the upward movement thus 
evoked in the ipsilateral mentalis muscle is slight, 
brisk, and brief. It was elicited in 49% of normal adults 
and was usually bilateral. The response was abolished 
by superficial procainization of the reflexogenic zone or 
by cuff ischaemia of the arm; it was increased during 
“release pricking’ of the hand after prolonged 
ischaemia. It is therefore suggested that the afferent 
arc is by way of the superficial pain fibres, though the 
complete path is uncertain; the authors believe the 
response to be a fragmentary wince. 

The reflex was ‘found to be accentuated in patients 
with “ pyramidal ” disease, especially when bilateral. It 
was absent in 4 cases of syringomyelia with loss of pain 
appreciation in the hand, but exaggerated in 2 out of 4 
patients with Parkinsonism. It was absent on the affected 
side in facial palsy of lower-motor-neurone type, but 
exaggerated in the presence of facial weakness of the 
upper-motor-neurone variety. 

The authors remark that the palmomental reflex 
alone of the superficial reflexes is commonly exaggerated 
in corticobulbospinal-tract disease; it has limited clinical 
value, but when exaggerated is a useful alerting sign of 
suprasegmental motor disease. John N. Walton 


1206. Specific Dyslexia (“‘ Congenital Word-blindness °°). 
A Clinical and Genetic Study. [In English] 

B. HALLGREN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 65, 1-287, 1950. 3 figs., biblio- 
graphy. 


ELECTROENCEPHALOGRAPHY 


1207. Electroencephalography during Pneumoencephalo- 
graphy 

V. R. ZARLING. Electroencephalography and Clinical 
Neurophysiology [Electroenceph. and clin. Neurophysiol.] 
3, 89-90, Feb., 1951. 3 refs. 


The author has studied the electroencephalogram 
(EEG) of 11 patients following pneumoencephalography 
by the lumbar route. Some sedation was used in all 
except 2 cases, and in these 2 recording was carried on 
during the injection of air as well as subsequently. One 
patient had a cerebral tumour, 2 had psychoneuroses, 
and 1 an old concussion, while the remainder suffered 


from convulsive disorders. In 4 cases the initial EEG 
was normal, but the remainder showed various degrees 
of abnormality. The only change noted in the EEG 
during and after the injection was an increase in low- 
voltage fast activity, persisting for up to 4 hours. There 
is, therefore, no reason for delaying electroencephalo- 
graphy after pneumoencephalography. 

[This paper should be compared with that of Negrin 
(Abstract 1208). These are the first publications on this 
subject, although most workers in the field of electro- 
encephalography could add some cases from their own 
experience. The abstracter’s view coincides with that of 
the present author.] W. A. Cobb 


1208. A New Procedure for Activated Electroencephalo- 
graphy 

J. NEGRIN. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago) 65, 502-507, April, 1951. 
3 figs., 6 refs. 


The author’s procedure consists in recording the 
electroencephalogram (EEG) during and after the 
injection of air for pneumoencephalography. It is 
claimed that the EEG of patients suffering from headache, 
but otherwise normal, was unchanged, whereas existing 
minor abnormalities were accentuated and the normal 
EEG of patients with seizures became abnormal. 

[The number of patients examined is not mentioned, 
but the author concludes that “ the study of a greater 
number of patients will be necessary before the method 
is [sic] considered of value as a diagnostic aid”. The 
evidence presented suggests that such aid is likely to be 
negligible compared with that obtained from the pneumo- 
encephalogram, of which it is a by-product.] 

W. A. Cobb 


1209. An Elaboration of a Distinctive EEG Pattern 
found during Drowsy States in Children 

P. W. DALE and E. W. Busse. Diseases of the Nervous 
System [Dis. nerv. Syst.] 12, 122-125, April, 1951. 
6 figs. 

At the University of Colorado the authors have ob- 
tained continuous electroencephalograms (EEG) before, 
during, and after natural sleep in 22 control children 
regarded as normal and aged from 1 month to 6 years, 
and in 116 children referred for EEG examination. 
Just before or just after sleep, reguiar runs of waves of 
100- to 150-microvolt amplitude appeared invariably in 
children aged 9 months to 3 years. The average fre- 
quency at 9 months was 4 to 5 per second; at 3 to 4 years 
it was 5 to 6 per second. These “ drowsy waves” 
appeared first in the “motor” area and later became 
general, though remaining most prominent in the parietal 
and occipital regions. In normal children at the age of 
4 to 5 years these waves were less frequently seen and the 
sequences were of shorter duration. 

Of the 116 records taken from children referred for 
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EEG examination 60.were regarded as abnormal, 56 as 
normal. Criteria of normality are given. Examination 
of the 56 normal records and of those from the 22 controls 
showed that “‘ drowsy waves ”’ are a normal finding in 
children between the ages of 6 months and 5 years. 
Children older than 7 years, whose records showed such 
activity during a drowsy state, revealed other EEG 
evidence of abnormality in the waking record. It is 
suggested that the appearance of “ drowsy waves ”’ in the 
record of a child over 8 years may suggest some cortical 
dysfunction. 

[These findings are clearly comparable to the gradual 
disappearance of the activity from the waking records of 
children during maturation; it would probably be unwise 
to lay down too rigid an upper age limit beyond which 
the persistence of “drowsy waves” is regarded as 
abnormal.] John N. Walton 


1210. The Incidence of Focal and Non-focal EEG 
Abnormalities in Clinical Epilepsy 

J. KERSHMAN, J. VAsQuEz, and S. GoxsteIn. Electro- 
encephalography and Clinical Neurophysiology [Electro- 
enceph. and clin. Neurophysio!l.| 3, 15-24, Feb., 1951. 
26 refs. 


The authors report their findings in a further large 
group of epileptics from various centres in Canada. 
The only criterion for inclusion in the group was a 
clear clinical diagnosis of epilepsy, patients with known 
tumours and the like being excluded. Many of the 
patients were ‘ veterans” with a consequently larger 
proportion of post-traumatic epilepsy than in an un- 
selected group, and only a few of them were from 
institutions. Nevertheless, nearly 50% of the patients 
were civilians, and the grouping by age shows a good 
distribution throughout all ages. This group is com- 
bined with those already published by Kershman and 
Jasper to provide the impressive number of 2,648 patients, 
who seem to represent a fair cross-section of the total 
epileptic population. 

It was found that the incidence of focal electro- 
encephalogram (EEG) abnormality was higher among 
the “‘ veterans *’ than the civilians [the difference might 
depend in part on methods of examination], but in the 
whole group was 46-5%, forming the largest proportion, 
the remaining records being classified as ‘* bilaterally 
synchronous ” (31%), diffuse (15%), and normal (7-5%). 
The majority of patients (81%) with focal fits had focal 
EEG abnormality, and a similar percentage of patients 
with petit mal had bilaterally synchronous disturbances. 
On the other hand this common type of petit-mal dis- 
charge is by no means confined to this disorder and may 
occur rarely even as the result of cerebral trauma. Diffuse 
** dysrhythmias “ are common with grand mal and occur 
about equally at all ages, while bilaterally synchronous 
activity is commonest before 25 years and focal changes 
are most common after that age. 

[There is little in this paper which has not been said 
before, but it has seldom been said with such authority 
and the figures given can be regarded as defining the 
chances of EEG abnormality occurring in a given group 
of epileptics.] W. A. Cobb 


1211. Comparative Effectiveness of Sleep and Metrazol- 
activated Electroencephalography 

J. K. Merits, C. GrossMAN, and G. F. Henriksen, 
Electroencephalography and_ Clinical Neurophysiology 
[Electroenceph. and clin. Neurophysiol.] 3, 71-78, Feb., 
1951. 2 figs., 6 refs. 


Various methods have been suggested of increasing the 
proportion of abnormal records, and hence the diagnostic 
usefulness, of the electroencephalogram (EEG) in epilepsy. 
Of these the most in vogue are sleep and the injection of 
leptazol (“‘ metrazol”’), so that a comparison of their 
successes in making the EEG abnormal is timely. 

The 210 patients studied were, with 2 exceptions, male 
“veterans ’’, the majority being in the third and fourth 
decades. They were not a consecutive series, but 
selected from other epileptic patients because satisfactory 
sleep records had been obtained. Routine records, 
with overbreathing for 3 minutes, were followed by sleep, 
in some cases natural, more usually induced with oral 
paraldehyde or “ seconal”’. ‘“* Seizure discharges were 
seen in the waking records of 37%, while during sleep 
this was raised to 47%. Of those patients with normal 
or doubtful waking records (102), only 15 showed seizure 
discharges when asleep, whereas of the 78 waking 
records showing seizure discharges, 18 became normal 
during sleep. 

Leptazol, 5%, was administered ‘intravenously to 
138 of these patients in 0-5-ml. doses at 30-second inter- 
vals to a total of 10 ml. The EEG of 33% of these 
patients showed seizure discharges while they were 


awake; this figure was raised to 40% during sleep and - 


to 62%, by leptazol, the increase with the latter including 
almost all the cases in the former group. Of the 138 
patients there were 77 with normal or near-normal 
records; 10 of them showed seizure discharges when 
asleep and 35 under leptazol. 

Leptazol was more effective than sleep in all clinical 
groups, except psychomotor epilepsy, in producing 
specific changes in the EEG. W. A. Cobb 


1212. Electroencephalographic Findings in 186 Cases of 
Chronic Post-traumatic Encephalopathy 

E. C. CLarK and E. O. Harper. Electroencephalo- 
graphy and Clinical Neurophysiology {Electroenceph. and 
clin. Neurophysiol.| 3, 9-14, Feb., 1951. 3 figs., 15 refs. 


The 186 soldiers included in this study were injured 
in the war of 1939-45; their ages ranged from 18 to 41, 
and although they were discharged from hospital with a 
diagnosis of chronic post-traumatic encephalopathy, 
some of them were examined only a month after injury 
and none later than 19 months. The type of injury is 
specified as “closed”, ‘open, non-penetrating’’, or 
“ open, penetrating ’’, and while some patients are noted 
as having “‘ localizing neurological signs”, in general 
there is no attempt to correlate the clinical state at the 
time of examination with the electroencephalogram 
(EEG). 

Of the patients 32-8% were considered to have a normal 
EEG, and in 18-2% there were focal abnormalities. As 
in all other reports on this subject, there was increasing 
abnormality from the closed to the penetrating type of 
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injury, and it was noted that the absence of localizing 
signs did not decrease the likelihood of focal abnormality 
with penetrating injuries. Generally there was good 
ment between the sites of injury and of focal 
abnormality when the former could be determined. 
W. A. Cobb 


1213. The Electroencephalogram after the Administration 
of Alcohol. (Elektrencephalographische Untersuchun- 
gen nach Alkoholgabe) 

I. v. HEDENSTROM and O. Scumipt. Deutsche Zeitschrift 


fiir die Gesamte Gerichtliche Medizin (Dtsch. Z. ges. 


gerichtl. Med.) 40, 234-251, 1951. 11 figs., 15 refs. 


In this paper from the Institute of Legal Medicine and 
from the Department of Physiology of the Max Planck 
Institute for Brain Research the authors report the 
results of electroencephalography after administration 
of alcohol to men and rabbits. The experiments were 
carried out on 6 healthy men and 2 rabbits before 
and after administration of alcohol. In the rabbits the 
electrodes were screwed into the skull under local 
analgesia and the eye of the opposite side was illuminated, 
after administration of atropine, 4 or 5 times per second. 
Alcohol was given through a stomach tube, and the 
alcohol content of blood withdrawn from the jugular 
vein was estimated by the technique of Widmark. 
After administration of alcohol the time interval between 
the stimulus of the illumination and the appearance of 
the action current from the visual cortex was prolonged. 
Spontaneous waves from the cortex were of lower 
frequency and increased amplitude. In man_ flannel- 
covered electrodes were used and fixed in the frontal, 
high frontal, and occipital positions. Alcohol was 
given in the afternoon during a meal, as it was 
found that by prolonging the administration over a 
period of 2 hours alcohol was better tolerated. The 
amount of alcohol given was calculated to result in a 
level of 0-1 to 0-25 mg. per 100 ml. of blood. 

In the experiments on human subjects the «-waves 
showed a “ lazy” course. Groups of waves of decreased 
frequency could be found even at the blood alcohol 
level of 0-09 mg. per 100 ml. of blood, and quite definitely 
at the medico-legally critical level of 0-15 mg. per 100 ml. 
There was a definite relation between the alcohol level 
of the blood and the appearance of “ lazy waves” in 
the ascending part of the blood alcohol curve, but 
no definite connexion between them in the descending 
part. There was a definite relation between the sub- 
jective feeling of the patient and the electroencephalogram 
in the descending phase of the blood alcohol curve, 
increasing clearness of the mind being related to the 
approximation to normal of the electroencephalogram, 
despite high blood alcohol levels. However, groups 
of “ lazy waves” could still be found for a consider- 
able time. E. Forrai 


1214. EEG Prognosis in Vascular Hemiplegia Re- 
habilitation 

‘C. VAN BuskirK and V. R. ZARLING. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 65, 732-739, June, 1951. 3 figs., 8 refs. 
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1215. Factors Influencing the Development of Cerebral 
Vascular Accidents. I. Role of Cardiocirculatory In- 
sufficiency 

G. WiLson, C. Rupp, H. E. RicGcs, and W. W. WILSON. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 145, 1227-1229, April 21, 1951. 15 refs. 


From a study of 542 cases of apoplexy in which 
necropsy was performed the authors derive figures 
which, they suggest, indicate that ** generalized cardio- 


circulatory failure”’ is a very frequent causal factor in © 


cerebral vascular accidents. They found that there was 
some manifestation of cardiocirculatory insufficiency 
in the past medical history, on clinical examination, or at 
necropsy in 451 (83%) of the cases, and give reasons 
for concluding that the cardiocirculatory disturbance 
was causal rather than coincidental. They suggest that 
therapy in such cases should therefore be directed 
towards improving the general circulatory efficiency. 

{It is unfortunate that the authors did not carry out a 
similar inquiry into a control group of patients of similar 
age-distribution using the same criteria for generalized 
cardiocirculatory insufficiency. Only in this way could 
the significance of the figures they quote be accurately 
assessed. ] G. A. Smart 


1216. A Case of Cerebral Diplegia with Preservation of 
the Pyramidal Tracts 

W. E. Apams. New Zealand Medical Journal [N.Z. 
med. J.] 50, 14-30, Feb., 1951. 20 figs., 16 refs. 


1217. The Clinical and Anatomical Problem of Dressing 
Apraxia. (Le probléme clinique et anatomique de 
l'apraxie de Vhabillage) 

H. HECAEN and J. DE AJURIAGUERRA. Sistema nervoso 
[Sistema nerv.] 3, 1-18, Jan.—Feb., 1951. 3 figs., 24 refs. 


The authors describe 5 more cases of “‘ apraxia for 
dressing’ (Russell Brain, Brain, 1941, 64, 244), in 
addition to the 5 described in their earlier papers (Ence- 
phale, 1942-5); they consider this symptom in its 
relation to other forms of apraxia, to disorders of body 
image, and to disorders of visuospatial orientation, and 
conclude that it is justifiable on clinical grounds to 
separate apraxia for dressing from other forms of 
apraxia. They recall that Russell Brain (Joc. cit.) has 
said that in visual localization the body schema and the 
schema for external space must be brought into close 
relation with one another, and they regard this as particu- 
larly so in dressing. It is logical, then, that the act of 
dressing should be disorganized by a disturbance either 
of the body schema or of external visuospatial apprecia- 
tion. 

Analysing their cases of dressing apraxia and those 
described in the literature, they find that these do in fact 
fall into two groups. In the first there is a syndrome 
of hemisomatagnosia by itself; in the second there is 
disturbance of right—left distinction with acalculia and 
constructional apraxia, often accompanied by visuo- 
spatial disorientation. In this second group the apraxia 
for dressing is often not so striking as in the first. The 
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authors find that in all cases the lesion responsible was 
situated in the minor hemisphere, except in 2 cases in 
which they postulate a dissociation of the usual dominant- 
subdominant relationship between speech and handed- 
ness on the one hand and body schema on the other. 
The lesions may involve wide areas of the brain, but all 
appear to include the postero-superior parietal area. 
They point out that in their second group the right-left 
disturbance is usually limited to external space, and 
finger agnosia and autotopagnosia are absent. These 
cases, therefore, do not conform to Gerstmann’s syn- 
drome, in which the lesion responsible is usually in the 
dominant hemisphere. J. B. Stanton 


1218. Visual and Motor Changes in Patients with 
Multiple Sclerosis a Result of Induced Changes in 
Environmental Temperature 

T. C. Guturit. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 65, 437-451, April, 
1951. 4 figs., 32 refs. 


In 10 cases of disseminated sclerosis, total and partial 
body heating caused generalized weakness, decrease in 
visual acuity, and increase in the size of scotomata 
during the period of heating; similar responses were not 
seen in control subjects. 

[These findings are discussed at a length which hardly 
seems justified by the number of cases examined.] 

J. Foley 


1219. Post-traumatic Disturbance of Hypothalamic 
Function 

E. A. J. Byrne. British Medical Journal [Brit. med. J.) 1, 
850-854, April 21, 1951. 27 refs. 


The author describes in detail the case of a boy who, 
at the age of 4, sustained a closed head injury. Some 9 
weeks later he manifested unusual disorders of behaviour 
and of autonomic function, including compulsive chewing 
of any available object, episodic in occurrence and not 


psychically precipitated; periodic overeating associated - 


with excessive hunger, a feeding ritual, and tachyphagia; 
excessive sweating about the face when eating or thinking 
about food, after physical exertion or mental excitement, 
and before sleep; marked restlessness, occurring periodi- 
cally with the other episodic disturbances mentioned 
and associated at times with aggressive behaviour; 
attacks of hyperthermia, colic, nausea, urinary frequency, 
flushing, and sweating comjng on after minor infections; 
and thermhyperaesthesia with exaggeration of the usual 
physiological responses to cold and warmth. The 
symptoms were favourably influenced by atropine-like 
drugs, but the behaviour disorder was made acutely 
worse by amphetamine, ephedrine, and diphenhydra- 
mine. There was no response to phenytoin. Clinical 
examination revealed no abnormality; the intelligence 
was normal and the personality good. The electro- 
encephalogram showed only instability compatible with 
the patient’s age. Air studies were not performed in 
view of the normal intelligence level. 

The fact that autonomic responses occurred, though in 
exaggerated form, and the absence of the usual indications 
of damage to the hypothalamus show that the latter was 


intact. It has been shown that the hypothalamus is 
subject to cortical influence, and the author concludes 
that in his case contusion of the orbital frontal areas had 
taken place, probably localized to the region anterior to 
the optic chiasm. 

[This is a valuable paper: an unusual case has been 
carefully studied and full references are given. The 
absence of epilepsy, at least in its usual forms, is perhaps 
notable.] D. P. Jones 


1220. Twelve-year Résumé in a Clinic for Epilepsy 
A. J. ArieFF. Diseases of the Nervous System [Dis. nervy, 
Syst.] 12, 19-22, Jan., 1951. 3 refs. 


The author analyses the results of treatment in 31] 
epileptic patients who had been observed for a suffi- 
ciently long time. The strict criterion of efficacy of 
treatment was: (1) a prolonged cessation of attacks; 
(2) complete absence of all attacks (terminal remission), 
Patients were treated first with sodium bromide, and, if 
remission was not obtained after a few months, treatment 
was continued successively with phenobarbitone, bromide 
and phenobarbitone combined, “‘ dilantin ’’ alone or in 
combination with bromide or phenobarbitone, and with 
** mesantoin ’’ (methoin) or other new drugs under trial. 

With these treatments, remissions were obtained in 
202 patients, or 68%. Remissions were produced in 61% 
of the total with sodium bromide or phenobarbitone, 
either alone or in combination. The remaining 7°; of 
remissions were obtained with dilantin or methoin, 
alone or in addition to sodium bromide or phenobarbi- 
tone. The remission rate was highest (76%) when only 
major seizures were present, the occurrence of petit 
mal or psychomotor equivalents decreasing the rate to 
56%. In cases of focal epilepsy the rate was 55%. 
Patients with idiopathic and symptomatic epilepsy 
seemed to respond to treatment about equally, remissions 
occurring in 65% and 70% respectively, but among the 
latter those with syphilis of the central nervous system or 
brain trauma contained the highest number resistant to 
treatment. There were 17 deaths (12 under the age of 50 
years)—7 from causes associated with epilepsy (3 from 
cerebral tumour, 2 from meningo-vascular syphilis, 1 from 
toxic hepatitis due to an anticonvulsant drug, and 1 in 


status epilepticus). A total of 23 patients were transferred - 


to mental institutions because of mental deficiency, 
epileptic psychosis, or other mental disorder. 
J. B. Stanton 


1221. Use of Phenurone in Convulsive Disorders in 
Children 

H. M. KeitH. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 80, 719-724, Nov., 1950. 4 refs. 


The effect of “‘ phenurone”’ was investigated in 36 
children suffering from convulsive disorders, in order to 
confirm the reports of previous workers that phenacetyl- 
urea is a useful addition to the therapeutic agents at 
present employed for treating epilepsy. 

Of 36 patients, 1 was observed for under 2 months; 
of the remainder, 8 were entirely free from attacks for 
periods of 3 to 17 months, 15 patients were improved, 
and 12 showed no benefit. Four patients developed a 
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morbilliform rash shortly after starting treatment; of 
these, 2 were able to resume treatment after a short time 
and 2 were forced to discontinue the phenacetylurea. 
Leucocyte counts were carried out repeatedly in 12 cases; 
in no case did leucopenia develop. 

The author concludes that phenacetylurea may be used 
successfully in some patients whose convulsions have not 
been controlled by other forms of treatment, and may 
also be used in combination with other anticonvulsants. 
Unfavourable side-reactions may occur, such as dermatitis 
medicamentosa, unfavourable personality disturbance, 
and, in rare cases, disturbance of liver function. Despite 
this, it appears to be a useful addition to the list of anti- 
convulsant drugs. 

[There is little evidence in this paper that phenacetyl- 
urea causes unfavourable personality disturbance. One 
case is described in which phenurone was acknowledged 
to have had a mental effect, but it was decided later that 
this patient was suffering from schizophrenia and the anti- 
convulsant was exonerated. Another case is reported, 
but was not observed personally by the author.] 

E. R. Cole 


1222. The Treatment of Trigeminal Neuralgia by the 
Intra-arterial Injection of Procaine. HeB- 
TpOHHHYHOrO HepBa BHYTpHapTepHasIbHbIM 
BBee€HHEM HOBOKAaHHa) 

N. T. Petrov. BectrHuk 
[Vestn. Khir., Grekov] 71, No. 1, 13-15, 1951. 


A series of 47 patients suffering from trigeminal 
neuralgia were treated with intracarotid injections of 
10 to 15 ml. of 0-25% solution of procaine: 19 patients 
were cured, improvement was observed in 10, and tem- 
porary improvement in 7; there was no effect in 3 
and aggravation of symptoms in 2 patients. 

Injection should be made slowly, and not more than 
2 injections should be given in all, with an interval of 5 
days between. On the corresponding side of the face, 
during injection, hyperaemia, epiphora, and sweating 
appear. Some patients complain of a burning sensation 
in the tongue, heaviness of the facial muscles, giddiness, 
and noises in the ears; consciousness may be dimmed; 
but these phenomena all rapidly disappear. The pain 
is relieved in most patients at once; in a few it dis- 
appears gradually. 

The simplicity and safety of this method will, it is 
hoped, assure it a place in the conservative treatment of 
trigeminal! neuralgia. Z. W. Skomoroch 


1223. Headache: with Special Reference to the Excessive 
Use of Ergotamine Preparations and Withdrawal Effects 
G. A. Peters and B. T. Horton. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 26, 
153-161, April 25, 1951. 1 fig., 7 refs. 


The histories are recorded of 5 cases in which toxic 
effects were seen under treatment with ergotamine for 
headache, usually migrainous in type. Ischaemic 
neuritis, anginal pain, generalized reaction, and phlebo- 
thrombosis were attributed to the drug, as the symp- 
toms ceased on stopping treatment. One patient had a 
3-day attack of cyanosis in one finger, which subsided 


though the patient was still under treatment. No case 
of gangrene was seen. The largest dose of ergotamine 
taken was 1,529 mg. in 10 years; 6 other patients 
who took from 693 to 1,460 mg. over periods of 6 to 
9 years had no toxic effects, and considerable variation 
in individual tolerance is suggested. On withdrawal 
of ergotamine, rebound headache may occur (distin- 
guished from the migrainous attack by the absence of 
nausea and vomiting); this may cause the patient to 
take more ergot, resulting in dependence on the drug. 
J. P. Mostyn 


1224. On the Pathogenic Role of Histamine and the 
Vascular Apparatus in Certain Forms of Headache 

T. DALSGAARD-NIELSEN. Acta Allergologica [Acta 
allerg., Kbh.] 4, 21-36, 1951. 23 refs. 


Headache may be due to many causes, but allergic 
headache, migraine, and histamine hemicrania can be 
put into the group of vasodilator headaches due to a 
probable histamine effect. A headache is considered 
vasodilator in type if histamine or nitroglycerin or arti- 
ficial fever can reproduce it. ‘Treatment for this sort of 
headache is with dihydroergotamine. A number of cases 
of headache were classified, and it was found that the 
headache in 50°, of patients in whom it was stated to be 
of psychogenic or unknown cause had a vasodilator basis; 
in these dihydroergotamine gave good results. 

A. W. Frankland 


1225. The Analysis of Muscle Action Potentials in the 
Differential Diagnosis of Neuromuscular Diseases 

A. T. RIcHARDSON. Archives of Physical Medicine 
[Arch. phys. Med.| 32, 199-206, April, 1951. 6 figs., 
17 refs. 


The author, working at St. Thomas’s Hospital, 
London, describes the electromyographic picture 
obtained. by a signal storage unit in different diseases. 
In certain cases of neurogenic atrophy the presence of 
isolated large action potentials during voluntary con- 
traction has been noted. In denervated muscles, 
fibrillation action potentials have in some cases been 
difficult to demonstrate, particularly in recovering or 
long-standing lesions and in motor-neurone disease. 
During the phase of regeneration polyphasic motor 
units are detected and fibrillation potentials are rare. 
When motor nerves. are involved in an irritative process, 
such as cervical rib or osteoarthritis, spontaneous single 
or grouped motor-unit discharges may appear, but more 
commonly there is an interruption of the normal inter- 
ference pattern or the presence of fibrillation potentials. 
In the myotonias protracted trains of oscillations are 
invariably found, whereas the characteristic feature in 
myasthenia gravis is the disintegration of the motor- 
unit potential with the onset of fatigue. Peter Ring 


1226. The Diagnostic Importance of Subjective Sensory 
Changes in Tumours of the Spinal Cord. (J)MvarHoctu- 
yecKkoe 3HaveHHe CYOBEKTHBHbIX 4yBCT- 
BUTENbHOCTH OMyxOnAX CNHHHOrO MO3ra) 

B. E. SEREBRIANIK. Hesponatonorua u 
(Nevropat. Psikhiat.] 20, No. 1, 58-60, 1951. 
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1227. The Effect of Ileostomy and Colectomy on the 
Personality Adjustment of Patients with Ulcerative 
Colitis 
B. V. Wuite. New England Journal of Medicine [New 
Engl. J. Med.| 244, 537-540, April 12, 1951. 3 figs., 
7 refs. 


There are three elements to be considered in the 
psychiatric approach to ulcerative colitis: the personality 
of the patient, the type of situation in which attacks of 
colitis occur, and the mental state of the patient during 
phases of severe illness. The author found that about 
half his patients showed emotional immaturity and 
undue attachment to a parent or parent-substitute; often 
there was a feeling of hostility towards this person, with 
whom the patient lives a life of uncomfortable emotional 
parasitism. The situations precipitating attacks are 
usually those which threaten a pseudo-security built on 
immature emotional ties. 

This paper is concerned with the third of the three 
elements. It is common experience that depressive 
states are often seen during severe attacks, and the author 
also observed childish behaviour, whining and complain- 
ing, negativism, and petulance. All the 13 patients 
studied had been subjected to operation because of 
progressive ulcerative colitis with malnutrition. The 
average weight loss was 50 Ib. (22-6 kg.). Three had 
ileostomy alone, 5 had first-stage colectomy, and 5 total 
colectomy. In all 13 operation was followed by a 
return to normal health. In 6 patients there was the 
personality pattern mentioned above; in 4 emotional 
immaturity was present, but dependence and hostility 
could not be demonstrated; the other 3 patients were 
thought to be within the limits of normality. Operation 
brought about no changes in personality pattern. Ten 
patients had periods of reactive depression during the 
course of the illness. Childish negativism and petulance 
were seen in 8 patients. Both these and the depressive 
states disappeared after operation, when the colonic 
disorder had ceased and the patient’s nutrition had been 
restored to normal. In the debilitated stage of ulcerative 
colitis the disease affects the capacity of the mind to 
withstand disagreeable situations, and surgical cure of 
the disease therefore improves mental balance without, 
of course, altering the personality structure. ( 

The author believes that his results throw doubt on the 
hypothesis that the diarrhoea of ulcerative colitis has a 
symbolic usefulness to the patient, since its removal by 
operation did not lead to replacement by another 
symptom. The personality pattern which has been 
described in patients with ulcerative colitis is not specific 
to this disorder, but occurs in other conditions as well: 
no reason is known for the “ choice’ of the colon as a 
site for disease. 

[There is another element in the psychiatric contri- 
bution to the understanding of ulcerative colitis—the 


Psychiatry 


314 


use of psychotherapy in treatment—which the author 
does not mention, although there have been several 
papers written on this subject: for example, Grace 
(Psychosom. Med., 1950, 12, 395), Maine and O'Neil] 
(Guy's Hosp. Rep., 1949, 98, 113).] 

Desmond O'Neill 


1228. Life Situdtions, Emotions, and Nasal Disease, 
Evidence on Summative Effects Exhibited in Patients with 
“Hay Fever” 

T. H. Hoimes, T. TREUTING, and H.G. Psycho- 
somatic Medicine [Psychosom. Med.} 13, 71-105, March- 
April, 1951. 2 figs., bibliography. 


The burden of this paper is that the reaction of the 
nose to mixed ragweed pollen, in both sensitive and non- 
sensitive persons, is influenced by the state of the nasal 
tissues at the time of exposure. When the nasal mucosa 
is already in a condition of hyperfunction such as occurs 
in infective rhinitis and in various emotional states, the 
response to pollen, as shown by hyperaemia, hyper- 
secretion, swelling of the mucosa, and pain and itching 
in the nose, is greater. Experiments are described to 
illustrate these reactions. 

Stimulation of anxiety and resentment in a patient who 
had hay-fever, without exposure to pollen, was shown to 
produce nasal obstruction and discharge, sneezing, and 
itching in the nose with pain. Another patient was 
exposed to pollen during a psychiatric interview. The 
effect on nasal function was slight until the interview 
was directed towards the patient’s personal conflicts; 
symptoms and signs then increased considerably and did 
not diminish before the patient had been reassured and 
had recovered her mental balance. 

The character of the mucous-membrane response in the 
hay-fever syndrome appears to be determined by : (1) the 
intensity and duration of exposure of sensitive individuals 
to the specific allergen; and (2) the intensity and duration 
of other environmental threats and assaults which 
provoke a response of nasal hyperfunction. In the latter 
group are situations arousing an emotional reaction 
which is reflected in the state of the nasal mucosa. 

Desmond Neill 


1229. Pseudocyesis: 
Gynecology 

P. H. Friep, A. E. RAkorr, R. R. SCHOPBACH, and A. J. 
KAPLAN. Journal of the American Medical Association 
[J. Amer. med. Ass.) 145, 1329-1335, April 28, 1951. 
21 refs. 


Physical and psychiatric examinations were carried out 
on 27 patients (23 negro and 4 white) with pseudocyesis. 
The age range of the patients was 18 to 36 years; 22 of 
the 27 were admitted to the Endocrine Clinic of the 
Jefferson Hospital, Philadelphia, between July, 1946, and 
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January, 1949; the proportion of cases of pseudocyesis 
among admissions to the maternity clinic was 1 in 250. 
The patients were observed over 1 to 34 years, and 36 
episodes of pseudocyesis were recorded; the number of 
episodes in individual patients ranged from 1 to 4; 11 
had never actually been pregnant. 

The first and commonest symptom, present in 26 
patients, was a menstrual disturbance: hypomenorrhoea 
in 19 and amenorrhoea in 7. A history of gradual 
abdominal enlargement was given by 24. Inversion of 
the umbilicus was not seen. Breast changes were fre- 
quent: enlargement, tenderness, secretion of milky or 
cloudy fluid, and enlargement of Montgomery’s tubercles 
and the areola. Foetal movements were reported by 22 
patients, as early as the first month and as late as the 
eighth month. These usually took the form of quivering 
or pulsating sensations in the left upper quadrant of the 
abdomen. Softening of the cervix was observed in 19 
patients. Gain in weight was generally greater than in 
normal pregnancy. Nausea, frequency of micturition, 
salivation, sleepiness, and faintness were often reported. 
“Labour ”’ occurred in 2 patients-at the expected date, 
but ceased abruptly when the women were told that they 
were not pregnant. The authors point out how easily 
a mistaken diagnosis of pregnancy may be made on 
superficial examination: 9 of the 27 had been told by 
one or more physicians that they were pregnant. 

Although 16 patients had been pregnant before the 
pseudocyesis, only one had a living child, and the desire 
for a child was strong in every patient in the series. 
Contributory motives were: (1) the need to secure the 
husband’s wavering affections; (2) the need to prove 
the ability to conceive and to achieve parity with other 
women; (3) the wish for a child as a plaything or 
companion; and (4) the need for self-punishment. As 
a group, the patients were gullible and insecure; personal 
relationships were unsatisfactory and frustration- 
tolerance was low. 

Laboratory studies, including endometrial biopsy, 
estimation of urinary gonadotrophin and 17-ketosteroids, 
and examination of vaginal smears, were carried out on 
some of the patients. The results of these studies may 
be summarized thus: ovarian function was good, and 
there was evidence of persistence of corpus luteum 
activity. This could account for many of the clinical 
manifestations, such as menstrual disturbances and 
softening of the cervix. It is presumed that mental 
conflict is capable of influencing the pituitary and causing 
the release of lactogenic hormone, the suppression of 
follicle-stimulating hormone, and consequently persis- 
tence of luteal function. The abdominal enlargement 
is due to fat and forced contraction of the anterior ab- 
dominal muscles. 

The key to treatment is psychotherapy. Telling the 
patient bluntly that she is not pregnant is to be con- 
demned: she may threaten suicide, or go from one 
physician to another seeking a diagnosis of pregnancy. 
Gland treatment of itself is unlikely to prevent recurrences 
unless the patient is given some insight into the nature 
of her condition. Treatment is directed towards helping 
the patient to recognize and face her conflict and to deal 
with it in a more effective way. Desmond O’ Neill 
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1230. Pregnancy as a Precipitant of Mental Illness in 
Men 

T. FREEMAN. British Journal of Medical Psychology 
[Brit. J. med. Psychol.] 24, 49-54, 1951. 8 refs. 


The author, from the Tavistock Clinic, London, 
describes, with short case histories, 6 male patients whose 
psychiatric illness began in association with pregnancy 
in their wives. Four of the patients had anxiety states, 
one may have had a schizophrenic illness, and the last 
patient suffered from melancholia. The author gives a 
brief interpretation of the psychoanalytical significance of 
pregnancy and traces his patients’ adult attitudes back to 
the Oedipus complex. 

{His interpretations are credible and illuminating for 
his neurotic cases, but his views would have been 
strengthened by the omission of the other patients, in 
whose cases pregnancy seems to have had no more than 
a coincidental significance. ] Hunter Gillies 


1231. Problems concerning Aphasia, Psychic Deafness, 
and Dyslexia. A Contribution to Child Psychiatry. 
(Problémes autour de l’aphasie, de la surdité psychique 
et de la dyslexie. Une contribution a la psychiatrie 
infantile) 

J. J. G. Prick and P. J. A. CALon. Folia Psychiatrica, 
Neurologica et Neurochirurgica Neerlandica [Folia 
psychiat., Amst.] 54, 112-123, April, 1951. 20 refs. 


1232. Respiration Movement in Normal, Neurotic and 
Psychotic Subjects. [In English] 

J. CLAusEN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 68, 1-82, 1951. 11 figs., biblio- 
graphy. 


1233. Effects of Decamethonium Bromide (C10) and 


p-Tubocurarine on Electro-convulsions 

L. H. Marcouis, A. Simon, and K. M. BOWMAN. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 65, 174-180, Feb., 1951. 8 refs. 


The disadvantage of using D-tubocurarine chloride 
(D.T.C.) to reduce muscular spasm during electric con- 
vulsion therapy is the risk of respiratory distress and the 
fear thus induced in the patient. Decamethonium 
bromide (C10) is a synthetic substance with an equivalent 
“* curarization ” action, but is considered by most to spare 
the respiratory apparatus. These two substances were 
compared on a mixed group of 50 patients, whose ages 
ranged from,17 to 71 years, in order to find whether, with 
an equal degree of curarization, C10 carried a lesser risk 
of respiratory paralysis. 

The dose of the curarizing drug was increased at each 
treatment, irrespective of whether or not full relaxation 


had already been achieved at a lower dosage, until 


a level was reached at which respiratory distress occurred. 
Initial dosages were 1-5 to 2-0 mg. of C10 or 7:5 to 12 mg. 
of D.T.C., given intravenously at rates of 1-0 and later 
2-0 mg. per minute for C10, 3-0 mg. per 10 seconds for 
D.T.C. Curarization was adequate with both drugs 
in 66% of patients, with C10 only in 20%, and with 
neither in 14%. The average dose for C10 was 2°6 mg., 
for D.T.C. 13-6 mg. (0-043 and 0-225 mg. per kg. respec- 
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tively). [For the full range of dosages the original paper 
should be consulted.] In no case did D.T.C. produce 
curarization without the same effect being produced by 
C10. With the latter drug the curarization effect 
uniformly passed off more quickly than with D.T.C. 
No complications occurred from the use of either drug, 
and no fracture could be demonstrated radiologically 
in any of the cases at the end of treatment. 
J. P. Dewsbury 


1234. Use of Gallamine Triethiodide (Flaxedil) in 
Modifying E.C.T.: a Comparison with D-Tubocurarine 
Chloride and Decamethonium Iodide 

O. S. THOMPSON and A. Norton. British Medical 
Journal [Brit. med. J.) 1, 857-860, April 21, 1951. 24 
refs. 


The extensive use of electric convulsion therapy 
(E.C.T.) in psychiatric practice and its application to 
out-patients have prompted the search for a suitable 
drug which would reduce the muscular force of electri- 
cally induced convulsions and thus reduce the risk of 
complications. The authors made a comparison between 
E.C.T. modified by p-tubocurarine (112 treatments), 
decamethonium iodide (C10) (155 treatments), and 
gallamine triethiodide (** flaxedil’’) used in 168 treat- 
ments. The standard technique of supplementing these 
muscular relaxants with injections of 1/100 gr. (0-65 mg.) 
of atropine and 0-25 g. of thiopentone was applied. 
The average doses employed were : p-tubocurarine, 15 
mg.; C10, 3 mg.; gallamine, 60 to 80 mg. The dosage 
depended on the weight and general condition of the 
individual patient. 

bD-Tubocurarine proved less satisfactory than the other 
two drugs: it acts slowly, it often depresses respiraticn, 
the recovery from its effects is prolonged, and the side- 
effects due to its histamine-like properties are not without 
risk. Decamethonium iodide was found to be safer 
and more satisfactory, but the drawbacks are that it has 
no effective antidote and its action is rather slow. The 
authors found gallamine better than C10. It acts 
more quickly and saves time in a busy out-patient 
clinic. Neostigmine is a reliable antidote for gallamine, 
and the drug affects respiration to a lesser degree than 
the others. 

The authors conclude that gallamine in combination 
with atropine and thiopentone should be used in every 
case of E.C.T. unless there is some contraindication. Of 
these, myasthenia, impairment of renal function, and 
bronchial asthma are the most important. As with 
other curarizing agents, ventilating the patient with 
oxygen is most essential. J. T. Leyberg 


1235. Gallamine Triethiodide as an Adjunct to Electro- 


plexy 

R. H. F. SmitH and D. L. C. THomas. British Medical 
Journal [Brit. med. J.] 1, 860-862, April 21, 1951. 12 
refs. 


Gallamine triethiodide (“‘ flaxedil’’) exerts a muscle- 
relaxant action by blocking the transmission across the 
neuro-muscular junction of voluntary muscles. It has 
been used successfully in general anaesthesia and is 
devoid of side-effects. The authors report its use in 


12 patients treated by electric convulsion therapy (E.C.T,) 
and suffering from various physical conditions such as 
hypertension or severe rheumatoid arthritis. Over 99 
injections were given and observations were made on the 
effect of gallamine on blood pressure. The rise jp 
systolic and diastolic blood pressure occasionally seen 
after the injection was found to be due to distress and 
apprehension and could be easily abolished by combining 
gallamine with thiopentone. The drug was found to 
be safer than curare, and full recovery from its effects 
was noted in 20 to 30 minutes. Neostigmine is a satis. 
factory antidote; the dose used varied from 60 to 100 mg. 
of gallamine according to the general physique of the 
patient. J. T. Leyberg 


1236. The Treatment of Schizophrenia by Inducing 
Changes in Water Metabolism. (Il trattamento della 
schizofrenia mediante modificazioni provocate del 
metabolismo idrico) 

R. Bozat and A. ZuBIANI. 
maggiore] 39, 113-123, March, 195]. 
graphy. 

The authors studied the therapeutic results obtained 
by inducing changes in the water metabolism of 49 
schizophrenic patients who had previously been un- 
successfully treated by other physical methods. Of 
the various procedures used, the combination of de- 
hydration and hydration gave the best results. 

Each patient received 15 treatments. The technique 
was as follows: At 8 a.m., with the patient fasting and 
in bed, an intramuscular injection of 0-002 to 0-03 g. of 
pilocarpine hydrochloride, in progressively increasing 
doses according to the patient’s tolerance, and 50 ml. 
hypertonic solution of glucose intravenously were given: 
at noon the patient received 500 ml. of sweetened water 
orally and 40 ml. distilled water intravenously; at 
12.15 p.m. “ pituitrin”’ was injected intramuscularly in 
progressively increasing doses of from 0-25 to | ml, 
according to the patient’s tolerance. As a precautionary 
measure, the water metabolism of the patient was 
examined after the fifth treatment. Treatment was given 
every third day. All the patients were found to be 
physically normal. 

After the administration of pilocarpine and the hyper- 
tonic glucose solution, there was pallor of the face which 
was quickly followed by redness and profuse sweating, 
then a slowing of the pulse and lowering of the tempera- 
ture and blood pressure; finally intense salivation and 
sometimes diarrhoea, scanty urine, and vomiting of 
watery fluid were observed; other signs were motor 
inactivity, tendency to closure of eyelids, rigors, and 
muscular twitchings. These signs lasted 2 to 3 hours. 
At 12.15 p.m., after the administration of water and 
pituitrin, pallor of the face returned, spontaneous motor 
activity lessened, and diminished interest in environment, 
somnolence, and sometimes dullness of consciousness 
were seen. At 6.20 p.m. normal diuresis was established 
and a euphoric mood was present. 

Of the patients treated, 28°, were improved and 
discharged from hospital; 34% showed transitory, and 
12% permanent, improvement. P. Cassar 


1 fig., biblio- 
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Infectious Diseases 


1237. Erythema Multiforme Exudativum Major (Stevens— 
Johnson Syndrome) 

D. W. AsHBy and T. Lazar. Lancet [Lancet] 1, 1091- 
1095, May 19, 1951. 6 figs., 48 refs. 


The authors review 77 cases of erythema multiforme 
exudativum major from the literature and describe in 
detail 4 cases of their own; 20 cases occurred between 
0 and 9 years of age, 25 between 10 and 19 years, and 
24 between 20 and 29. The remaining 12 patients were 
30 or over. There were 66 males and 15 females. The 
syndrome was much commoner in the winter months. 
The characteristic manifestations were often preceded 
by general malaise and signs of an upper respiratory 
tract infection. All had mouth lesions, frequently with 
great pain on swallowing. In 44 cases there was a grey 
or white membrane. In 23 there were vesicles and in 13 
there was ulceration. Frequently swelling, redness, and 
ulceration of the lip, followed by bleeding, occurred. 
Eye lesions were common, conjunctivitis occurring in 
74 cases. In males there was often ulceration of the 
glans penis; of 66 males 30 had penile lesions and 7 had 
urethral discharge. A skin eruption was observed in 
67 patients, developing between the first and fourteenth 
days, lasting for 5 to 46 days, usually about 3 weeks. 
The scalp was rarely affected, but otherwise the distribu- 
tion was variable. The lesions were erythematous, 
vesicular, and bullous. Parenchymatous lung lesions 
occurred in 25 cases, and usually consisted of broncho- 
pneumonia and pneumonitis. There was no general 
lymphadenopathy. The spleen was felt in only one case. 
A variety of other signs and symptoms occurred in 
individual cases. There was commonly a polymorpho- 
nuclear leucocytosis. 

Recurrences occurred in 18 cases, and there were 8 
deaths. Attempts to isolate a causative organism have 
met with little success. The syndrome is thought to be 
an acute specific fever, possibly of virus aetiology, but 
there was no evidence of direct contagion. In 2 of the 
cases from the literature there was a good response to 
aureomycin; otherwise no specific treatment is known. 

R. S. Illingworth 


1238. Aureomycin in the Treatment of Infectious 
Mononucleosis 

C. H. Carrer and V. P. SYDENSTRICKER. American 
Journal of Medicine [Amer. J. Med.] 10, 309-315, March, 
1951. 8 figs., 8 refs. 


At University Hospital, Augusta, Georgia, aureomycin 
therapy was employed in the management of 9 cases of 
infectious mononucleosis. Usually the antibiotic was 
given by mouth and the initial dose was 1-0 g.; subse- 
quently the patients were given 0-25 to 0:5 g. every 4 to 6 
hours for 5 to 6 days. Apart from 2 cases in which 
the patient complained of nausea no toxic manifestations 
occurred. The response to treatment was considered to 


be satisfactory, although the possibility of coincidental 
improvement could not be excluded with certainty. 
General malaise was relieved within 24 to 72 hours, but 
the effect on pyrexia was variable. The treatment 
failed to prevent the development of a positive Paul- 
Bunnell reaction, and no changes were recorded in the 
appearance of the blood picture. 

Pharyngitis occurred in 8 cases. The condition 
reacted favourably to treatment. Rapid improvement 
was observed in a young adult with severe angina. 
Owing to the presence of dysphagia aureomycin was 
administered intravenously: 2 hours after receiving a 
dose of 200 mg. the patient was able to take food in 
comparative comfort. It is noteworthy that before 
the administration of aureomycin, penicillin and sulphon- 
amides had failed to relieve the sore throat. Significance 
was attached to the fact that penicillin therapy was 
without effect in a case of follicular tonsillitis. The 
condition recurred after the patient had been discharged 
from hospital, but on this occasion penicillin treatment 
was successful. 

A study of the literature reveals wide deviations of 
opinion as to the efficacy of aureomycin in the treat- 
ment of infectious mononucleosis. Some authors 
report favourably; others state that the treatment is of 
no value. According to Lyons and Hard (Bull. New 
York Acad. Med., 1950, 26, 279) the treatment reduces 
the duration of fever and hepatitis, but this observation 
is at variance with the findings of Rose and Kneeland 
(Amer. J. Med., 1949, 7, 532). A. Garland 


1239. On the Causative Agent of Tsutsugamushi Disease 
Isolated from Field Voles, Apodemus speciosus speciosus, 
Inhabiting the Foot Area of Mt. Fuji in Japan 

H. Hayasui. Kitasato Archives of Experimental Medicine 
[Kitasato Arch. exp. Med.] 23, 13-19, Jan., 1951. 5 figs., 
9 refs. 

Voles living in the foothills of Fujiyama in Japan 
have been found naturally infected with Rickettsia 
tsutsugamushi both in August and in February, thus 
suggesting that they harbour rickettsiae throughout the 
year. The virulence of the strain for human beings is 
about the same as that of the Pescadores strain. 

G. M. Findlay 


1240. The Treatment of Q Fever with Terramycin. (La 
cura della febbre Q con la terramicina) 

G. Giuncut. Minerva Medica [Minerva med., Torino] 
42, 833-839, May 19, 1951. 8 figs., 10 refs. 


This report comes from Rome, and is concerned with 
the effect of terramycin on Q fever. Ten patients, 8 
with evidence of pulmonary involvement, were selected, 
and the diagnosis was confirmed in each case by a rising 
titre of complement-fixing antibodies. Rickettsia burneti 
was transferred to the chick embryo in 2 cases, in one 
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by inoculation of sternal marrow. Treatment was 
usually initiated before obtaining laboratory confirma- 
tion, and a dose of 500 mg. terramycin given by mouth 
every 4 or 6 hours for an average period of 5 days. 
The drug was well tolerated, and only occasional nausea 
and vomiting is reported. 

In 9 patients there was a rapid fall in temperature, 
accompanied by marked subjective improvement and 
resolution of the signs and x-ray appearances in the 
lungs, where present. Only one patient did not improve 
dramatically, and in this man there was involvement 
of the testis and epididymis. Previous treatment with 
penicillin had been unsuccessful in a number of these 
cases, and it is felt that the rapid improvement was related 
to the administration of terramycin rather than to a 
natural resolution of the infection. A. Paton 


1241. On Pentabromophenol and Pentachlorophenol as 
Molluscacides in the Prevention of Bilharziasis 

A. HALAwaANnl, N. Latir, and A. TAHA. Journal of the 
Royal Egyptian Medical Association [J. R. Egypt. med. 
Ass.] 34, 163-170, 1951. 5 refs. 


Experiments were carried out to determine the 
effect of pentabromophenol and pentachlorophenol on 
Planorbis snails. Both compounds in a dilution of 5 parts 
per million killed the snails in 2 hours, and in a dilution 
of 5 in 500,000 in 3 days. The compounds possessed 
residual effect up to 1 week. Marked inhibitory effects 
on the egg-laying capacity of surviving snails were noted, 
and the compounds were lethal to eggs exposed to 
their action. Both compounds in concentrations of 5 
parts per million and more destroyed bilharzial ova, 
miracidia, and cercariae. Toxicity to aquatic plants 
was not noted. It is concluded that these compounds 
are worthy of trial in the prevention of schistosomiasis. 
J. L. Markson 


VIRUS INFECTIONS 


1242. Bornholm Disease ’ 
T. GEFFEN. British Medical Journal [Brit. med. J.] 1, 
1185-1187, May 26, 1951. 10 refs. 


Outbreaks of Bornholm disease have been described 
from time to time in this country since the publication 
by Pickles in 1933 of his original observations in York- 
shire. Findlay and Howard in 1950 discussed the 
possible association between this disease and the 
Coxsackie group of viruses. 

The present paper describes a group of 6 patients with 
a clinical history approximating to that of Bornholm 
disease. Of the first 5 cases the Coxsackie virus was 
isolated in one, while in the other 4 a rising agglutination 
titre was found. No such confirmation was obtained in 
the sixth case. 

[In some previously reported cases of Bornholm disease 
certain similarities between the symptomatology of 
epidemic myalgia and poliomyelitis have been described. 
There is, of course, no reason, from an epidemiological 
point of view, why patients should not harbour both 
poliomyelitis and Coxsackie viruses at the same time, 


but it has been pointed out that their biological behaviour 
is surprisingly similar. This paper tends to confirm 
previous observations to the effect that members of the 
Coxsackie group of viruses are repeatedly found where 
poliomyelitis is epidemic.] W. S. C. Copeman 


1243. The Influence of ACTH on the Course of Experi- 
mental Influenza Type A Virus Infection 

C. G. Loosut, R. B. Hut, B. S. BERLIN, and E, R, 
ALEXANDER. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 37, 464-476, March, 1951. 6 figs., 
18 refs. 

The effect of ACTH on experimental air-borne 
influenza-A infection in mice was investigated with 
particular reference to: (a) the clinical course of the 
disease; (6) growth of virus in the lung; and (c) the 
development of serum antihaemagglutinin. Daily sub- 
cutaneous injections of ACTH in amounts varying from 
0:25 mg. to 4-0 mg. were given to Swiss mice over a 
period of 11 days. Groups of treated and untreated 
mice were then exposed to a mist of PR8 virus; several 
mice from each group were killed at intervals for esti- 
mation of lung virus concentration and serum anti- 
haemagglutinin titre, and others were observed for sur- 
vival time. Mice treated with ACTH were rather 
more susceptible to viral infection than the control 
animals; multiplication of virus in the lungs occurred at 
the same rate in treated and untreated animals, and in 
all cases the serum antibody level rose to the same value. 

At necropsy the lung lesions appeared macroscopically 
and microscopically identical, irrespective of ACTH 
treatment. A gradual decrease in the size of the thymus 
gland, mesenteric lymph nodes, and spleen was noted 
in ACTH-treated animals, and in those receiving 4-mg. 
doses there was a significant fall in total leucocyte count 
and a marked increase in the proportion of polymorpho- 
nuclear leucocytes. No significant change was observed 
in the blood sugar level. J. F. McCrea 


1244. Investigation into the Effects of Aureomycin and 
Chloramphenicol in Herpes Zoster 

A. B. CARTER. British Medical Journal (Brit. med. J.] 1, 
987-991, May 5, 1951. 9 refs. 


The author describes an investigation into the value 
of aureomycin and chloramphenicol in the treatment of 
herpes zoster. Every case of zoster admitted to the 
Ashford Hospital, Middlesex, between June, 1950, and 
March, 1951, was included, the total being 44. The 
patients were divided into four equal groups: Group | 
(11 patients) received a placebo (glucose) in capsules 
resembling aureomycin; Group II received 2 g. of aureo- 
mycin daily for 6 days; Group III,4 g. of aureomycin for 
4 days; and Group IV received 2 g. of chloramphenicol 
for 6 days. The control group was selected at random, 
the observers being unaware which cases had been 
placed in this group. 

In the result no significant difference could be detected 
as regards pain, paraesthesiae, or the appearance of 
fresh herpetic vesicles in the different groups. The 
treated cases were free from the secondary bacterial infec- 
tions present in all the control cases, and treatment with 
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antibiotic may have modified the pustular stage of the 
rash, leading to earlier desquamation and diminished 
scarring. The author considers that such expensive 
drugs are best reserved for the most severe cases, 
particularly ophthalmic herpes occurring in elderly or 
debilitated patients. Joseph Ellison 


1245. Epididymitis in Mumps, including Orchitis: 
Further Clinical Studies and Comments 

§. CANDEL. Annals of Internal Medicine [Ann. intern. 
Med.] 34, 20-36, Jan., 1951. 1 fig., bibliography. 


The author has reviewed in some detail the clinical 
features of 66 cases of mumps orchitis. Attention may 
be drawn to the following important points which are 
brought out by the analysis. The testis alone was 
involved in only 15% of the patients; in other words, 
involvement of the epididymis is a very frequent accom- 
paniment of orchitis, and in over 60% the appendage 
was more than twice the normal size. In two-thirds of 
the patients the orchitis developed in the first week 
of illness, but in about 9% the complication was 
observed as late as the third week. High fever was 
often seen. In 23% fever lasted 3 days or less, in 55% 
4 days or less, and in 84% 5 days or less. In half the 
patients the temperature subsided by crisis. The highest 
temperatures were recorded in those with the greatest 
testicular swelling. It was found that a number of cases 
of orchitis were observed during the epidemic period 
which were not associated with clinically apparent 
mumps. 

[A very full and critical review of the literature is 
then made. This brings out many helpful points and 
should be read by those specially interested, for it will 
serve as an excellent summary of our present knowledge.] 

T. Anderson 


1246. The Frequency of Mumps and of Mumps Orchitis, 
and the Consequences for Sexuality and Fertility. [In 
English] 
B. LAMBERT. Acta Genetica et Statistica Medica [Acta 
genet., Basel] Suppl. I, 2, 1-166, 1951. 14 figs., biblio- 
graphy. 


1247. Paralytic Poliomyelitis following Injury 
A. B. HARRINGTON. Lancet [Lancet] 1, 987-988, May 5, 
1951. 6 refs. 


Some 100 unselected cases of poliomyelitis occurring 
in the Forces were observed, and in 5 of these a definite 
association with trauma was noted. The paralysis 
appeared in from 2 to 10 days following the trauma, and 
in each case there was a relationship between the muscles 
affected and the site of injury. T. Anderson 


1248. Report of an Investigation into an Outbreak of 
Poliomyelitis in a Small Town Remote from Melbourne 
B. P. McCLoskey. Medical Journal of Australia (Med. 
J. Aust.] 1, 612-613, April 28, 1951. 


The author describes 2 cases, both in infants, among 
8 notified cases of poliomyelitis. The 2 infants, 9 and 11 
months of age, had been immunized within the preceding 
2 weeks with a combined diphtheria toxoid and pertussis 


vaccine. The paralysis affected the limb into which the 
injection had been given. He suggests two possibilities: 
either that the babies were already suffering from a 
subclinical infection or that they had been contaminated 
by means of a syringe after use on another affected 
subject. Franz Heimann 


1249. Gastrointestinal Lesions in Acute Bulbar Polio- 
myelitis. Report of Five Cases with Recovery in One 

C. D. Cook, J. R. HarTMANN, S. J. SARNOFF, and 
W. BERENBERG. Pediatrics [Pediatrics] 7, 415-421, 
March, 1951. 3 figs., 8 refs. 


The authors draw attention to the fact that perforations 
and haemorrhages in the upper alimentary canal in the 
course of bulbar poliomyelitis are more common than 
was previously believed. They record 5 cases which 
have occurred within their experience since 1916, with 
necropsy in 4 of them: 2 other cases are alluded to 
in an addendum and 14 other examples appear in the 
literature mentioned. 

The gastro-intestinal lesions are not terminal, and in 
the authors’ cases were always associated with respiratory- 
centre involvement, not being seen in less severe examples 
of bulbar poliomyelitis. A discussion of the possible 
aetiology leads the authors to the conclusion that the 
haemorrhage or perforation is secondary to midbrain 
damage; they refute any suggestion that trauma (from 
respirators, electrophrenic stimulation, or anoxia) or 
reflux of gastric contents might produce the compli- 
cations. They urge that routine guaiac tests should be 
performed on the stools of all patients with bulbar 
poliomyelitis and that preparations for blood trans- 
fusion should be made, since one of their cases—the 
only survivor—responded satisfactorily to daily blood 
transfusions. Fergus R. Ferguson 


1250. Hypertension in Poliomyelitis with Respiratory 
Paralysis. Report of Protracted Case with Necropsy 
Findings 

L. W. SENNETT, M. A. PERLSTEIN, M. B. ANDELMAN, 
H. E. BARnNeTT, and H. JosepHy. Pediatrics [Pediatrics] 
7, 529-536, April, 1951. 14 refs. 


1251. An Evaluation of, the Cuirass Respirator in 
Acute Poliomyelitis with Respiratory Insufficiency 

F. PLtum and D. S. Lukas. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 221, 417-424, 
April, 1951. 3 figs., 19 refs. 


Attempts are constantly being made to obtain a 
respirator which is efficient in preventing death from 
poliomyelitis and yet free from the disadvantage of 
encasing the patient from the neck down, as in the 
standard tank or “ iron lung” type. A recently devel- 
oped cuirass type (the Monaghan respirator), which has 
a jacket of plastic material tightly applied to the patient’s 
anterior chest and upper abdomen, was reported after 
preliminary observations in 1949 to have apparently 
produced adequate ventilation. This important article 
gives the result of more detailed studies which clearly 
indicate that this type of cuirass respirator is not the 
mechanism of choice in acute poliomyelitis and should 
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be used only when the advantages offered are compelling 
and when the amount of ventilation produced can be 
determined to be physiologically sufficient. 

Thisconclusion is derived froma study of the pulmonary 
ventilation produced by the respirator in 2 acutely ill 
patients with respiratory insufficiency due to acute 
poliomyelitis, in 5 convalescent patients who still needed 
artificial respiration, and in 3 patients seen post mortem 
on whom the‘cuirass respirator had been used. The 
2 acutely ill patients, although comatose or stuporose, 
had a good colour and appeared to be well oxygenated 
under treatment with oxygen through a tracheotomy 
tube in one case and nasal catheters in the other. The 
arterial oxygen saturations, determined by blood gas and 
oximetric analysis, were actually 95% or greater through- 
out the patients’ course while they were receiving oxygen. 
Yet biochemical investigations revealed a blood acidosis 
with high arterial plasma carbon dioxide content and 
low pH, and at the same time a high carbon dioxide 
combining power in the venous plasma and high serum 
sodium level. It was then realized that these findings 
were the result of insufficient pulmonary ventilation 
and consequent inadequate carbon dioxide elimination. 
When these patients were transferred to a tank respirator 
the carbon dioxide combining power of the venous blood 
and the serum sodium level fell to normal, with a 
diuresis and elimination of base by the kidneys which 
increased the urinary pH to 8-5. Clinically the transfer 
was accompanied by marked improvement in lucidity 
and well-being in one case, but the other patient had 
suffered irreversible damage and died 3 days later. 

The convalescent patients all had a low resting tidal 
volume, and the increase in tidal volume in the tank 
respirator was 34 to 100% greater than in the cuirass 
respirator at equivalent pressures. In 3 patients who had 
cuirass-respirator treatment for 4 to 24 hours preceding 
death, moderate to severe anterior pulmonary emphysema 
was found at necropsy. This finding is admittedly not 
unique to the cuirass respirator, since emphysema has 
also been found in patients treated in tank respirators. 
Nevertheless, the implications of this study are clear. 
Respiratory acidosis is not prevented by the cuirass 
respirator in acute cases, and pulmonary ventilation 
in convalescents is markedly deficient compared with 
that obtainable in the tank respirator. 


H. Stanley Banks 


1252. Clinical Implications of Pressures Used in the 
Body Respirator 

J. V. MALoney and J. L. WHITTENBERGER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 221, 
425-430, April, 1951. 5 figs., 12 refs. 


In this report two physiologists demonstrate that 
respiration produced by decreasing the pressure round 
the body (as in the tank respirator) is physiologically 
and mechanically the same as respiration produced by 
increasing the pressure in the upper airway (as by a 
pressure dome over the head). When the pressure 
within the respirator is measured by an outside mano- 
meter and the endotracheal pressure is measured by a 
manometer inside the respirator, the latter does not 
follow a straight line, but a positive-pressure half sine 


wave which is the reverse of the negative intra-tank 
pressure curve. For example, while the intra-tank 
pressure is varying from 0 to —15 mm. Hg the endo. ' 
tracheal pressure varies from 0 to +15 mm. Hg. 

In the presence of circulatory stress, positive intra- 
tracheal pressure is not well tolerated. Experimentally, 
the circulation in dogs was jeopardized by barbiturate 
poisoning, spinal analgesia, or haemorrhage. In all 
cases the additional burden of pressure breathing— 
whether applied in the usual manner or by the use of the 
tank respirator—produced a severe fall in systemic 
arterial pressure. This can be minimized or averted 
by using moderate negative intra-tank pressure alter- 
nating with moderate positive intra-tank pressure of 
the same degree, for example, a pressure range of —10 
to +10 cm. H,O rather than 0 to +20. By this means 
the venous return is aided and circulatory depression 
thereby relieved. H. Stanley Banks 


1253. White Cheese as a Diet in Acute Hepatitis, 
(Tsopor B neye6HOM NHTAHHH OCTpbIx remaTuTax) 
L. B. BERLIN and V. Z. KUDASHEVICZ. TepanesTHte- 
Apxus [Terap. Arkh.] 23, No. 1, 44-46, 1951. 


The authors describe their experience with a new form 
of dietary treatment in cases of acute hepatitis. The 
diet consisted of 100 g. protein including meat, 60 to 
170 g. fat, and 400 g. carbohydrate, with an addition of 
400 g. white cheese. The inclusion of white cheese was 
based on the following consideration: it was thought 
that fatty infiltration of the liver, often occurring in 
hepatitis, could be delayed or even prevented by products 
containing methionine or choline. White cheese con- 
sists largely of casein and the latter contains methion- 
ine. A series of 29 cases were treated on the above- 
mentioned diet; the age distribution was as follows: 
13 patients were 21 to 30 years old, 9 were 31 to 40, 5 
were 41 to 50, and 2 were 51 to 60 years of age. There 
were 17 cases of infective hepatitis and 12 cases of 
hepatitis following arsphenamine injections for syphilis: 
7 patients were seriously ill, 11 moderately serious, and 
11 had a light infective hepatitis. 

It was thought by the authors that this diet led to a 
quicker recovery than in 10 control patients who received 
the same diet but without the white cheese. Bilirubin 
content of blood, the size of the liver, and the general 
condition appeared to be normal within a shorter time 
than in the control cases. The seriously ill group were 
restored to normal health within 20 to 30 days, the 
moderately ill group within 16 to 20 days: only in 3 
cases was the recovery very slow. N. Chatelain 


1254. On the Complement (Guinea-pig Sera) of the 
Complement Fixation Test of Japanese B Encephalitis 
K. Kuratsuka. Kitasato Archives of Experimental 
Medicine [Kitasato Arch. exp. Med.]| 23, 57-66, Jan., 
1951. 23 refs. 


Apparently normal guinea-pigs in “Japan may give a 
positive reaction to the complement-fixation test for Japa- 
nese Bencephalitis virus. The percentage of animals thus 
giving a positive reaction is greater during the epidemic 
than the non-epidemic season of the year. If guinea-pig 
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serum is to be used as a source of complement in the test 
for complement-fixing antibodies against Japanese Type- 
B encephalitis it must obviously first be tested to ensure 
that it is negative. G. M. Findlay 
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1255. Haemophilus influenzae Meningitis Treated with 
Streptomycin. Difficulties in Diagnosis 

E. C. ALLIBonNe, J. D. Pickup, and K. ZINNEMANN. 
Lancet {Lancet} 1, 610-612, March 17, 1951. 9 refs. 


The authors report 11 cases of Haemophilus influenzae 
meningitis treated at the Leeds Streptomycin Clinical 
Trials Centre. Difficulties in diagnosis are discussed; 
only.5 of the 11 patients had initial symptoms sug- 
gesting involvement of the central nervous system. 
Of these, 3 were thought to have gastro-enteritis and 2 an 
upper respiratory tract infection. As a result, diagnostic 
lumbar puncture in these cases was delayed for from 5 to 
30 days after the onset of illness. The ages of the 11 
patients ranged from 4 to 22 months. 

Clinically the condition was considered to be moder- 


‘ately severe in 4 cases and severe in 7. The duration of 


illness before admission varied from 1 to 21 days; the 
period between admission and the first lumbar puncture, 
from 0 to 9 days; and the total period before meningitis 
was suspected, from 2 to 30 days. The duration of 
treatment ranged from | to 60 days, and the total dosage 
of streptomycin, which in 8 cases was combined with 
penicillin and in 6 cases with sulphonamides, varied 
from 625 mg. to 36,550 mg. Of the 11 patients 3 died 
and 7 were considered cured; the remaining patient, 
who had an upper respiratory tract infection, lived but 
suffered from dementia, blindness, and hydrocephalus. 

The necropsy findings in the 3 fatal cases showed both 
cerebral hemispheres almost covered with, and the spinal 
cord encased in, tenacious yellow-green pus. In one case 
the exudate was bacteriologically sterile. 

The authors discuss the difficulties of diagnosis, 
which are due largely to the comparative rarity of the 
condition in Britain, but remark that meningitis and 
convulsive phenomena should be accorded the respect 
that their aetiology warrants. Earlier diagnosis by 
lumbar puncture is essential if the results are to be 
improved. E. R. Cole 


1256. Pertussis: Clinical Comparison of the Newer 
Antibiotics 

C. E. Boouer, J. B. FARRELL, and E. J. West. Journal 
of Pediatrics [J. Pediat.) 38, 411-422, April, 1951. 
9 figs., 27 refs. 


This paper, which comes from the Pediatric Depart- 
ment, Charles V. Chapin Hospital, Providence, R.I., 
reports an investigation into the value of certain anti- 
biotics in the treatment of pertussis. Streptomycin 
(28 cases) was found to be of little use. The duration 
of the cough and length of stay in hospital were unaffected, 
while there was a rise of temperature which persisted 
twice as long as in the control group. 


Aureomycin (22 cases) administered in dosage of 50 
mg. per kg. (average total 4.69 g.) was found effective 
in reducing the length of the stage of spasm, though the 
average duration of the cough and stay in hospital were 
not shortened. In some cases vomiting seemed to be 
increased. Gain in weight was not appreciable in cases 
treated with aureomycin, though all responded favourably 
to a greater or less extent. 

Chloramphenicol (36 cases) was successful in 34. The 
spasmodic stage was reduced to 5-5 days compared with 
13 days in the control group. [It is not stated for how 
long the drug was administered.] 

Terramycin «41 cases) was successful in 38 in standard 
doses, reducing the spasmodic stage to 8-6 days. The 
fall in temperature was rapid and the toxaemia was much 
reduced. A good gain in weight was observed in this 
group. The authors consider that terramycin is useful 
in pertussis, though their results were less striking than 
those claimed by some other workers. 

In 5 cases a combination of aureomycin, chloram- 
phenicol, and terramycin was employed. Each drug was 
given in the standard dose of 50 mg. per kg. No 
advantage over single-drug therapy was observed. In 
12 cases there was no response to any antibiotic; they 
constituted 10° of the cases under review and the 
authors consider that Haemophilus pertussis may develop 
strains refractory to all antibiotics so far developed. 
The ages of the treated patients varied from 3 weeks 
to 9 years, three-quarters of them being under 3 years. 
The average stay in hospital for the whole group was 
approximately 20 days. 

Discussing their results the authors point out that 
there is little difference in the efficacy of chloramphenicol, 
aureomycin, and terramycin, but state that aureomycin 
has the disadvantage of producing gastric disturbance 
with accompanying loss of weight. It is not thought 
that any specific for pertussis has at present been 
discovered. 

{In these 111 cases it seems that the authors were 
dealing with a particularly mild form of pertussis. 
They do not mention any relapse after withdrawal of 
the drug. The average stay in hospital was also unusually 
short. The abstracter has never seen the whoop stage 
reduced to less than 6 days with full doses of chloram- 
phenicol or anything else.] Joseph Ellison 


1257. Clinical Evaluation of Streptomycin in the Treat- 
ment of Bacillary Dysentery in Infancy and Childhood 
S. Y. CHIANG. Journal of Pediatrics [J. Pediat.] 38, 
602-609, May, 1951. 21 refs. 


This study of bacillary dysentery in children from 
Shanghai shows good results from streptomycin treatment 
and confirms other recently published reports of the use 
of this antibiotic in bacillary dysentery. The report 
deals with 130 children suffering from dysentery, cultures 
of whose stools all showed Shigella dysenteriae (122 
Flexner, 7 Shiga, and 1 Sonne); 85 cases were regarded 
as severe, 25 as moderate, and 20 as mild; and 110 
patients were between 1 and 5 years of age. They were 
divided into four groups: Group 1 received streptomycin 
alone; Group 2, streptomycin after failure of sulphon- 
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amides; Group 3, combined streptomycin and sulphon- 
amides; Group 4, sulphonamides alone. Streptomycin 
was given orally and intramuscularly until stools had been 
normal for 3 days. Fluid therapy and supportive meas- 
ures were similar in all the groups. In the three groups 
receiving streptomycin the mortality was between 3 and 
4%; and in the fourth group, treated only with sulphon- 
amides, it was 14%. In the streptomycin cases fever fell 
to normal in 1 or 2 days; diarrhoea was controlled in 2 
to 4 days; and the stool culture became negative in 
about 2 days. A streptomycin-sensitivity test was done 
in 52 cases and was negative in all. In the streptomycin- 
treated cases (96) there was no case of relapse or develop- 
ment of chronic type, nor any instance of drug reaction. 
Charles McNeill 


1258. Terramycin Hydrochloride in the Treatment of 
Salmonella cholerae suis Bacteremia 

R. B. Scotr and C. H. WoopinG. Pediatrics [Pediatrics] 
7, 349-354, March, 1951. 3 figs., 7 refs. 


The authors describe the treatment with oral terramycin 
of 3 patients (2 to 4 years old) with Salmonella cholerae 
suis bacteriaemia. The total daily dosage was as follows: 
Case 1, 2.g. for 3 days, then 3 g. for 7 days; Case 2, 
3 g. for 13 days; Case 3,3 g. for 1S days. No untoward 
reactions were observed. In all cases initial blood 
cultures were positive; in Cases 2 and 3 they were 
negative within 2 days, and in Case 1 after the fifth 
day of treatment. The patients made an uneventful 
recovery. Joyce Wright 
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1259. Neomycin in Clinical Tuberculosis 

D. T. Carr, K. H. Pruetze, H. A. Brown, B. E. 
Douc.ass, and A. G. KARLSON. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 63, 427-433, April, 
1951. 2 figs., 3 refs. 


Six patients with pulmonary tuberculosis, 5 having 
tubercle bacilli resistant to streptomycin, were treated 
with neomycin daily for 29 to 52 days. Only 3 reported 
symptomatic benefit. All 6 had evidence of renal 
damage, which was transient. Progressive deafness 
developed in 4. Neomycin-resistant tubercle bacilli 
were found post mortem in the kidney of one patient 
after 41 days of treatment. Kenneth Marsh 


1260. The Combined Effect of Potassium Iodide and 
Streptomycin on Far Advanced Chronic Pulmonary 
Tuberculosis 

E. Woopy, H. E. JoHNson, R. C. Avery, and R. R. 
Crowe. Diseases of the Chest [Dis. Chest] 19, 373-386, 
April, 1951. 5 figs., 4 refs. 


The authors selected 58 cases of advanced pulmonary 
tuberculosis with x-ray evidence of cavitation in which 
it was thought that treatment with streptomycin alone 
would be of little benefit. Patients were treated with 
streptomycin given in a daily intramuscular dose of 
1-0 g. for 120 days; 23 were regarded as controls and 
given no other treatment, and 35 were in addition given 
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potassium iodide by mouth in a dosage of 4-0 g. daily 
divided into 3 equal doses. No significant difference was 
observed between the two groups as regards temperature 
records, erythrocyte sedimentation rate, and sputum 
examination; the average weight increase was higher 
in the iodide group. Streptomycin-resistant organisms 
appeared in all but 6 cases. The size of cavities seen on 
x-ray examination was measured before and after treat- 
ment in each case. In the control group the average 
reduction in cavity diameter was 0-67 cm., and in the 
iodide group 4:17 cm. The difference is statistically 
significant. Follow-up x-ray examination showed that 
the cavities tended to expand gradually after treatment 
had been stopped. L. M. Franklin 


1261. Streptomycin Dependence and the Aggravation 
of Chronic Pulmonary Tuberculosis by Streptomycin, 
(Streptomycino-dépendance et tuberculoses tertiaires 
aggravées par la streptomycine) 

A. Durort, J. Brun, J. VIALLIER, and J. C. Kats, 
Revue de la Tuberculose [Rev. Tuberc., Paris] 15, 1+, 
1951. 9 refs. 


Case reports are given of 5 patients with chronic 
pulmonary tuberculosis who underwent prolonged 
treatment with streptomycin and from whom strains of 
tubercle bacilli were isolated which showed enhanced 
growth in the presence of streptomycin. In 4 out of 5 
instances the emergence of these streptomycin-dependent 
strains during the course of streptomycin therapy was 
accompanied by gross deterioration in the clinical 
condition. J. E. M. Whitehead 


1262. Streptomycin and Artificial Pneumoperitoneum in 
the Treatment of Pulmonary Tuberculosis 

B. L. Brock. Diseases of the Chest [Dis. Chest] 19, 
411-421, April, 1951. 22 refs. 


The author maintains that adequate drainage is 
essential for the healing of pulmonary tuberculosis, 
and discusses the role of artificial pneumoperitoneum 
(PP) and streptomycin in restoring the drainage 
mechanism of the bronchial tree. In 117 cases treated 
with PP, phrenic nerve interruption was not thought 
necessary in any. The author believes that the optimum 
level of a functioning diaphragm in PP treatment is that 
which permits ease of expectoration. He considers that 
PP combined with streptomycin is the treatment of 
choice in patients suffering from bilateral disease with 
fibrotic changes and a marked exudative element, and PP 

ealone when there is little exudative disease. 
L. M. Franklin 


1263. Streptomycin and Collapse Therapy in Pulmonary 
Tuberculosis. (Streptomycyna, a leczenie zapadowe w 
gruzlicy pluc) 

J. Mistewicz. Gruglica [Gruélica] 18, 469-479, Dec., 
1950. 


The author finds that streptomycin, by improving the 
general condition and the healing of lesions recently 
formed by dissemination, has a favourable effect in 
collapse therapy. With the aid of streptomycin small 
recent infiltrations, even with a commencing cavitation, 
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as well as a small cavity in the apex, may be healed by 
epithelization. Intracavernous injections of strepto- 
mycin can be given in cases of recent ballooned cavity 
when pneumothorax has failed. In pregnant women 
with tuberculous lesions treated with streptomycin the 
presence of the pregnancy has no influence on the normal 
effect of the drug. In, cases of limited empyema in a 
non-expanding lung filling the “* dead’ empyema space 
with streptomycin is of value. 

The possibility of closing the cavity in patients treated 
only with streptomycin depends on how long the cavity 
has been present, and early diagnosis is therefore of 
paramount importance. J. W. Czekalowski 


1264. Results of Combined Treatment of Tuberculous 
Empyema with para-Aminosalicylic Acid and Streptomycin. 
(Wyniki leczenia ropniakéw  gruZzliczych optucnej 
kwasem paraaminosalicylowym (PAS-Cilag) oraz kwa- 
sem paraaminosalicylowym i streptomycyna réwnoc- 
zesnie) 

T. Zeprowski. Gruélica [Gruélica] 18, 480-491, Dec., 
1950. 4 figs. 


The author treated 27 cases of phen empyema 
with streptomycin and para-aminosalicylic acid (PAS). 
All the empyemata had developed as a complication 
of pneumothorax, and in the main only serious cases 
were treated. In 10 cases out of the 27 an efficient, dry 


’ pneumothorax was produced; in 4 cases also an efficient 


pneumothorax was obtained, but some traces of fluid 
in the costo-phrenic angle or on the bottom of the 
extrapleural cavity persisted. No change in the quantity 
of fluid occurred in 3 cases; the pleural cavity was 
obliterated in 7 cases and an oleothorax was carried out 
in 3 cases. 

No complications with this method of treatment were 
observed. For the treatment of tuberculous empyema 
the author recommends local application in the form 
of one injection of PAS (10 to 20 ml. of 20% solution) 
mixed with streptomycin (0:5 to 1 g.); these drugs 
should also be administered systemically at the same time) 

J. W. Czekalowski 


1265. Streptomycin para-Aminosalicylate in the Treat- 
ment of Pulmonary Tuberculosis 

E. DUNNER and W. B. Brown. Diseases of the Chest 
[Dis. Chest] 19, 438-443, April, 1951. 9 refs. 


The appearance of streptomycin-resistant tubercle 
bacilli in cases of tuberculosis being treated with strepto- 
mycin is delayed if para-aminosalicylic acid (PAS) in 
doses of 8 to 15 g. daily is given by mouth at the same 
time. These large doses of PAS often produce gastro- 
intestinal upsets. Accordingly a PAS salt of strepto- 
mycin was prepared for intramuscular injection by 
combining 1-0 g. of streptomycin with 0-8 g. of PAS. 
This was given by daily injection for 90 days to 20 patients 
[dosage not stated]. Streptomycin-resistant organisms 
were obtained from 1 patient after 60 days and from 8 
patients after 90 days. No PAS-resistant organisms were 
found. There were no untoward toxic manifestations 
and the therapeutic response was considered satisfactory. 

L. M. Franklin 


1266. PAS and Streptomycin in the Surgical Treatment 
of Pulmonary Tuberculosis. (PAS och streptomycin vid 
kirurgisk behandling av lungtuberkulos) 

G. BIRATH, T. BRucge, C. CRAFooRD, and L. G. UGGLA. 
Nordisk Medicin [Nord. Med.| 45, 306-310, Feb. 28, 
1951. 6 figs., 6 refs. 


The authors’ 106 cases of iattesteaain tuberculosis were 
divided into 39 “typical cases’’, having the classical 
indications for thoracoplasty and extrapleural pneumo- 
thorax, and 67 “* borderline cases ’’, in which the suita- 
bility for surgery was questionable because of the type 
and extent of the lesion or the presence of fever with 
involvement of the opposite lung. The typical cases 
received either PAS or streptomycin from 1 week before 
to 2 weeks after operation, or were given no chemo- 
therapy. The borderline cases received either PAS or 
streptomycin for at least 4 to 6 weeks before and at 
least 4 weeks after operation. In the borderline 
cases PAS and streptomycin had similar effects, but the 


streptomycin worked more quickly. Operation was 


performed in 38 of the 39 typical cases and 52 of the 67 
borderline cases, the results being more favourable 
in the latter. The authors attribute this to the longer 
courses of chemotherapy in this group. 

In the following year (1949) 115 further cases were 
treated on the basis of these findings. PAS was given 
(for 3 months) pre-operatively in 73 cases, streptomycin 
in 12, and both drugs in 25; 5 cases had no pre-operative 
chemotherapy. It was felt best in most cases to hold 
streptomycin in reserve for the operative period. The 
operation was carried out as planned in 107 cases. On 
x-ray examination after 4 months 99 cases showed cavity 
closure; in 9 of these there had been transient and in 3 
persistent complications (1 atelectasis and 2 spread 
of the disease process); 8 cases showed incomplete 
cavity closure, and of these, 6 had a course without 
complications, 1 a transient complication (atelectasis), 
and | a persistent complication (basal spread). In 5 cases 
the sputum was still positive. Margaret Agerholm . 


1267. The Role of the Bronchi in Pulmonary Tuberculosis. 
A Review Based on a Study of 305 Cases 

R. S. Jones and F. H. ALLEY. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] * 381-398, April, 

1951. 6 figs., 36 refs. 


This report is based on the iat of the tuberculous 
lesions in man encountered at 105 necropsies, and in 200 
resected lungs—lobes and/or bronchopulmonary seg- 
ments—examined by one or both of the authors in the 
Division of Pathology, University of Tennessee College of 
Medicine. An attempt was made during their examina- 
tions to reconstruct the clinical picture in the light of 
the pathological findings. The sex and race distribution 
of the patients from whom the material was obtained 
is as follows: white females 97; negro females 31; 
white males 54; negro males 18. The indications for 
resection are listed, and these contain no departures from 
those usually accepted. 

The authors consider the pathogenesis of bronchial 
tuberculosis and conclude that either lymphatic sub- 
mucosal. spread or implantation spread may occur; 
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their findings agree with those in the literature on this 
subject. 

From their study it was found that nodular or cavitated 
parenchymal lesions frequently occurred as “ tubers ” 
along the course of the bronchi. Where the smaller 
bronchi are affected, atelectasis was most frequently seen 
with the increased risk of a peripheral spread of disease 
towards the pleural surface. Lesions affecting the larger 
bronchi were more commonly found in relation to 
“tension” cavities, and the question of cavity closure 
with an open or closed bronchus has been begged rather 
than answered. 

[The authors have obviously examined a considerable 
amount of pathological material, but do not appear to 
have added anything to either the pathological or the 
clinical aspects of the problem of bronchial tuberculosis.] 

R. H. J. Fanthorpe 


1268. Pulmonary Resection in Tuberculosis. (Lunge- 
reseksjon ved tuberkulose) 

P. Vaksvik. Nordisk Medicin (Nord. Med.} 45, 310-312, 
Feb. 28, 1951. 5 refs. 


The results of lung resection in 36 cases are reported, 
with particular reference to the indications for operation. 
All the patients had received streptomycin and PAS. 
The principal indication was the persistence of cavities 
after a technically satisfactory thoracoplasty, but in 
particular cases, such as large cavities in the lower lobe 
and cavities with calcified walls, primary resection without 
initial collapse therapy seems to be justified. Multiple 
cavities (** destroyed lung’’) are not a contraindication 
to thoracoplasty. The study extends from April, 1948, to 
October, 1950, so that the follow-up period is relatively 
short. Lobectomy was done in 21 cases, pneumon- 
ectomy in 12, and segment-resection in 3. There were 
2 post-operative deaths, but no later deaths; 30 patients 
were symptom-free and sputum-negative 1 month to 
24 years after operation; 3 patients were still sputum- 
positive, and in | the disease had progressed, though 
the sputum was negative. Margaret Agerholm 


1269. Tuberculin-negative Tuberculosis 
W. MASCHER. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 63, 501-525, May, 1951. 39 refs. 


After a comprehensive review of the circumstances 
under which an individual suffering from tuberculosis 
may be found to have a negative tuberculin reaction, 
the author proceeds with a description of 11 examples 
of this occurrence. From 6 of the cases Mycobacterium 
tuberculosis was cultured, in 2 cases acid-fast bacilli 
were demonstrated in the sputum, and in 3 cases, although 
no bacteriological proof of infection with tubercle bacilli 
was obtained, the radiological abnormalities were 
considered to be of tuberculous origin. In none of the 
cases was the power of reaction of the skin reduced 
as judged by tests with non-specific irritants. Six of the 
patients underwent B.C.G. vaccination; none showed an 
early reaction and 2 became tuberculin-positive. One 
patient who was vaccinated with his own strain of virulent 
human tubercle bacilli developed a local tuberculide 


and became transiently tuberculin-positive. In only | of 
4 of the cases was it possible to demonstrate tuberculin. 
neutralizing properties in the patient’s serum. 

J. E. M.- Whitehead 


1270. Angiocardiographic Findings in Pulmonary Tuber. 
culosis 
I. StemnBerG, H. I. McCoy, and C. T. Dotter. Diseases 
of the Chest (Dis. Chest] 19, 510-520, May, 1951. 8 figs, 
23 refs. 


Angiocardiographic findings in 91 tuberculous patients 
are presented. Diminution of vascularity was found in 
local areas of lung involved in the tuberculous process, 
the degree of vascularity depending upon the degree 
of parenchymal involvement. Displacement of vessels 
secondary to fibrosis and retraction was a common 
finding, and in cases of fibrothorax distortion of the 
cardiac chambers and great vessels was noted. 

Kenneth Marsh 


1271. Disinfection of Tubercle Bacilli. (Desinfektions- 
forsok mot tuberkel-bakterien) 

E. BENGTSSON. Nordisk Medicin [Nord. Med.] 45, 312- 
316, Feb. 28, 1951. 19 refs. 


The author tested the disinfectant action of sodium 
orthophenyl phenate, chloramine, ethyl alcohol, and 
quaternary ammonium compounds on sputum known to 
contain tubercle bacilli. Quaternary ammonium con- 
pounds appeared to have no action. Sodium ortho- 
phenyl phenate was effective if a 1% solution was allowed 
to act for 12 hours or a 2% solution for 6 hours. Ethyl 
alcohol in a 50 to 75% solution was effective for sputum 
and suspensions of bacilli after as little as 2 minutes’ 
exposure. Margaret Agerholm 


1272. A Clinical, Functional, and Needle Biopsy Study 
of the Liver in Pulmonary Tuberculosis 
M. Serre, B. J. KessLer, J. HOFFMAN, and J. R. Luisa. 


American Review of Tuberculosis [Amer. Rev. Tuberc.]} 63, - 


202-209, Feb., 1951. 6 figs., 26 refs. 


Needle-biopsy examination of the liver was carried 
out in 70 unselected patients with varying degrees of 
pulmonary tuberculosis, the Vim-—Silverman technique 
being used. The pathological findings, which are fully 
described and illustrated, included tubercles in 9, focal 
caseation necrosis in 9, acute focal necrosis in 50, and 
chronic focal necrosis in 12, more than one type of lesion 
being present in some cases. Fatty and cirrhotic changes, 
present in 27, appeared to be related to associated 
alcoholism and dietary deficiency rather than to the 
tuberculosis. Liver function tests were unhelpful, but 
the serum cholesterol level was often low in the advanced 
cases. 

[These findings are to be compared with an incidence of 
hepatic tubercles of up to 80% in post-mortem material. 
It is now recognized that where small focal lesions, such 
as sarcoid and tubercle, are being sought, examination of 
serial sections of the biopsy material greatly increases the 
chances of success; but serial examination was not 
apparently employed in this investigation.] 

Richard Terry 
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1273. Tuberculous Meningitis Treated with Strepto- 
mycin. Follow-up of Survivors for a Minimum of Two 
and a Half Years 

W. L. CALNAN, J. Rupie, and A. F. Mouun. British 
Medical Journal [Brit. med. J.) 1, 794-795, April 14, 
1951. 1 fig., 1 ref. 


The authors report on 54 cases of tuberculous menin- 
gitis treated with streptomycin and observed for a mini- 
mum of 24 years and maximum of 34 years. There 
were 16 survivors (30%). Three patients relapsed, but 
recovered after further treatment. Sequelae were deaf- 
ness in 2 children, and one each of minimal hemiplegia, 
retarded development, and intellectual defect, Audio- 
metric and vestibular tests showed loss of vestibular 
responses during caloric tests in all 14 who were tested out 
of the 16 survivors, yet none showed clinical ataxia 
ina good light. Two of the patients had later manifesta- 
tions of non-meningeal tuberculosis. Two died who 
were previously reported as having recovered. Both of 
these relapsed 13 months after onset of the original 
illness. Necropsy in one revealed a cortical tuberculoma. 
Slight variations in the cerebrospinal fluid were found, 
but their significance has not been determined. It 
is felt that a patient cannot be regarded as finally 
cured and requiring no further observation even after 
24 years from the cessation of streptomycin treatment. 

H. Stanley Banks 


1274. Streptokinase as an Adjunct in the Treatment of 
Tuberculous Meningitis 

J. Lorser. Lancet [Lancet] 1, 1334-1337, June 23, 1951. 
1 fig., 10 refs. 


The author reports his experience with streptokinase 
as an adjunct to streptomycin in the treatment of 12 
cases of tuberculous meningitis. The results of combined 
treatment were compared with those obtained in a 
control group of 12 children who received streptomycin 
alone. The two groups were similar in respect of age, 
stage of development of the disease, and basic treatment. 
Streptomycin was given to all children by the intrathecal 
route daily for two periods of 21 days separated by a 
week’s rest, with prolongation of the treatment if the 
child’s condition demanded a further course. A 6- 
month course of intramuscular streptomycin in a daily 
dose of 20 mg. per Ib. (44 mg. per kg.) was given 
concurrently; 6 units of an active commercial preparation 
of streptokinase was injected intrathecally with the 
streptomycin “* for as long as was considered necessary ”’. 
Patients were observed for periods ranging from 6 to 
16 months, during which time obstruction to the cerebro- 
spinal circulation was detected by the use of penicillin 
as a tracer substance and by pneumoencephalography. 

No patient showed spinal obstruction on admission, 
but 4 children in the group treated with strepto- 
kinase and 1 child in the group treated with streptomycin 
alone developed complete spinal block during the period 
of observation. Spinal block was present, but incom- 
plete, in 2 other children, 1 in each group. . The incidence 
of blocks at the tentorial opening and in the basal 
cisterns was high in both groups and there was no evidence, 
on clinical and post-mortem examination, that strepto- 


kinase prevented the development or extension of such 
blocks. Streptokinase was responsible for severe toxic 
symptoms in 3 patients. Administration of the enzyme 
to these cases produced an immediate toxic reaction in 
the form of headache, listlessness, fever, and vomiting, 
and a sharp rise in the number of cells in the cerebro- 
spinal fluid. 

The author was unable to confirm the claim of Cathie 
and MacFarlane (Lancet, 1950, 2, 784) that streptokinase 
exerts a beneficial effect on the course of tuberculous 
meningitis by reducing the risk of the development of 
obstruction to the cerebrospinal circulation (see Abstracts 
of World Medicine, 1951, 9, 546). He considers that 
greater experience in the management of cases of 
tuberculous meningitis has led to progressively higher 
survival rates in most treatment centres, and that the 
improved results obtained by Cathie and MacFarlane 
were due to this factor rather than to streptokinase. 

G. B. Forbes 


1275. Treatment of Tuberculous Cervical Adenitis with 
para-Amino-salicylic Acid 

G. J. Morris and R. G. PRosser-Evans. Lancet [Lancet] 
1, 1199-1201, June 2, 1951. 2 figs., 7 refs. 


The authors have compared the results of the treat- 
ment of tuberculous adenitis by means of instillations of 
sodium para-aminosalicylate into suppurating -lymph 
nodes in 51 cases with the results obtained in 372 cases 
treated by several methods over a 10-year period: 
(a) curettage (181 cases); (4) aspiration and instillation 
of “ promanide’’ (65 cases); (c) aspiration and ultra- 
violet irradiation (75 cases). The method used was the 
infiltration of the skin over the abscess with 2% “* novu- 
tox ’’, and the insertion of a large-bore needle directly 
through the superficial wall of the abscess, with complete 
evacuation of the contents and the instillation of up to 
1 ml. of 20% solution of sodium para-aminosalicylate 
through the same needle. Where a sinus formed along 
the needle track, up to 1 ml. of a thick sterile cream 
containing 20% sodium p-aminosalicylate in tragacanth, 
sodium metabisulphite, glycerin, and water, was injected 
under pressure into the orifice. When a sinus ulcer 
developed a cream of similar strength was applied 
superficially, daily, until the floor of the ulcer was clean, 
then 100,000 units of calciferol to 1 g. of cream was 
applied. Secondary infection of the abscess was usually 
controlled by sulphonamide therapy. 

The results obtained by this method were good, 
especially when it is considered that this is a form of 
treatment adequately given to out-patients, and they 
compare favourably with those obtained by in-patient 
treatment by means of curettage. In all the 51 cases 
complete resolution of the abscess or sinus or ulcer 
occurred; in 27 cases there was no breakdown of the skin 
over the abscess; where there was a sinus, healing was 
rapid and without scarring. Where there was an ulcer 
excessive granulation tissue was produced, but could be 
controlled by the application of calciferol. 

In no case was there extrusion of the disintegrating 
lymph node, and the authors point out that the para- 
aminosalicylate appears to exert a beneficial effect on 
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the lymph node itself in that it was left as a hard nodule 
after the resolution of the abscess. There appears to be 
no doubt that this method of treatment leads to a 
reduction of healing time and of the extent of residual 
scarring in cases treated in out-patient departments. 
John Sumner 


1276. Tuberculous Lymphadenitis in the Nigerian 
African 

B. S. Jones. British Medical Journal (Brit. med. J.] 1, 
1056-1058, May 12, 1951. 3 refs. 


The author briefly reviews the literature on the 
pathogenesis of tuberculous lymphadenitis and then 
reports a series of 51 cases. The patients were all 
Southern Nigerians from whose dietary fresh milk and 
butter were absent. Of the 51 patients 17 were over 
20 years of age at the onset of symptoms. In 4 cases 
the onset of cervical adenitis was associated with dental 
infection, and in 3 cases the onset of axillary adenitis 
was associated with lactation. The clinical condition 
appeared to be rather more acute when compared with 
European cases, particularly in children under 5 years. 
Treatment included cod-liver oil, calciferol, and aspiration 
in the majority, with surgical excision in 12 of the 51 
patients. 

The author concludes that milk played no part in the 
infection of his patients, and considers that inhalation 
of bacilli from contact with pulmonary cases was mainly 
responsible for the infection. R. H. J. Fanthorpe 


1277. Streptomycin in the Treatment of Intestinal 
Tuberculosis of the Ulcerative, Hypertrophic, and Peri- 
toneal Types. (Quelques observations de tuberculose 
intestinale ulcéreuse, hypertrophique et péritonéale 
traitée par la streptomycine) 

R. Picarp and Y. BoquieN. Archives des Maladies de 
l’ Appareil Digestif [Arch. Mal. Appar. dig.] 40, 177-186, 
Feb., 1951. 3 refs. 


A detailed description is given of 5 cases of intestinal 
ulcerative tuberculosis, 1 case of intestinal hypertrophic 
tuberculosis, and 7 cases of tuberculous peritonitis 
(including 1 case of genito-peritoneal tuberculosis). All 
the patients had received streptomycin treatment; in 
one case of peritonitis para-aminosalicylic acid was 
associated with streptomycin. In 5 of the cases of tuber- 
culous peritonitis remarkably good results were obtained 
with streptomycin, but in the other 2 this antibiotic 
failed to elicit the same favourable response. It is 
concluded that the caseous forms of peritonitis are far 
less responsive to streptomycin than the ascitic forms, 
in which a most effective response to streptomycin has 
been observed—a fact explained by the permeability of 
the ascitic fluid to the antibiotic. Within a week of the 
first dose, healing of the peritoneal lesions became 
apparent. 

Less definite conclusions could be reached concerning 
the results of streptomycin treatment of intestinal hyper- 
trophic tuberculosis because of lack of clinical cases. 
There was a melting away of the tumour (a lytic process) 
with marked improvement in the x-ray signs, indicating 
a complete disappearance of the tumour. The scantily 


vascularized lesions of a sclero-lipomatous nature 
could hardly account for the rapid effect of the 
at this level, notwithstanding a poor blood supply. 

In cases of secondary ulcerative intestinal tuberculosis 
excellent results were obtained with streptomycin; 
pain decreased or was abolished, diarrhoea and gastric 
disturbances improved, weight increased, temperature 
became lower, and the generally poor condition improved, 
The radiological signs tended towards the normal, 
Streptomycin resistance is the only danger. 

R. M. Iliescu-Constantine 


1278. Serum Protein Levels and Calculated Osmotic 
Pressures in Tuberculosis—I. Correlation of the Values 
with the Severity of the Disease 

R. M. Eaton, J. V. SHERWOop, P. L. KENDRICK, G. 
ELDERING, and R. DAume. Journal of Thoracic Surgery 
[J. thorac. Surg.) 21, 342-348, April, 1951. 7 refs. 


1279. A Case of Tuberculosis of the Kidney Treated 
with Streptomycin with Improvement. (Przypadek gruz- 
licy nerki leczony streptomycyna z poprawa stwierdzona 
radiologicznie) 

S. WesotwskI and P. KRAKOWKA. Gruélica [Grudlica] 
18, 562-567, Dec., 1950. 2 figs., 8 refs. 


The initial stage of tuberculous hydronephrosis in a 
patient with miliary tuberculosis was diagnosed by 
positive cultures from the urine and on guinea-pig 
inoculation. The patient was treated with injections of 
streptomycin 0:5 g. per day; on every Sth day admin- 
istration of the drug was discontinued. Treatment 
lasted 112 days, and during this time 50 g. streptomycin 
was given. The tubercle bacilli disappeared from the 
urine and also the dilatation of the renal pelvis resolved. 
A follow-up examination 3 months later showed 
satisfactory improvement. J. W. Czekalowski 


1280. The Bacteriostatic Effects of the Newer Drugs in 


the Treatment of Genito-urinary Tuberculosis. A Review 
of 51 Cases 

J. C. Ross, J. G. Gow, and C. A. St. Hitt. Lancet 
[Lancet] 1, 1033-1036, May 12, 1951. 15 refs. 


In this paper the authors report on the treatment of 
genito-urinary tuberculosis with streptomycin, para- 
aminosalicylic acid (PAS), and thiacetazone. These 
drugs were given as follows: streptomycin alone; 
streptomycin and PAS together; streptomycin and PAS 
alternately, each being given for a month alone; and 
thiacetazone with streptomycin and PAS alternately. 
The doses were: streptomycin 0-5 g. twice a day up toa 
total of 90 g.; PAS 15 g. daily; and thiacetazone 50 mg. 
daily, increasing gradually to 200 mg. daily, the whole 
course lasting 6 months. 

The 51 cases treated were classified according to the 
types suggested by the Medical Research Council, 
thus: Type 1 (early unilateral lesion of the renal paren- 
chyma) 7 cases; Type 2 {a unilateral renal lesion with 
cystitis and nephrectomy) 15; Type 3 (a bilateral renal 
lesion with nephrectomy of the worse kidney) 4; Type 4 
(cystitis and involvement of the remaining kidney after 
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nephrectomy) 10; Type 5 (major bilateral severe disease) 
15. The best results were obtained with combined 
streptomycin, PAS, and thiacetazone treatment, while 
Types 1, 2, and 3 reacted best. Additional surgical 
measures were nephrectomy, epididymectomy, and 
ureteric transplants. 

The authors [very rightly] insist that the surgical opera- 
tion is but an episode in the treatment of the tuberculous 
condition and that sanatorium treatment is essential 
[a point not yet fully appreciated]. The authors also 
proved that a small amount of streptomycin does enter 
the tuberculous cavity—a fact which others had denied. 
They also stress the importance of keeping the urine 
alkaline while administering streptomycin, as this seems 
to delay the onset of its resistance. In only one case 
was there any improvement in the intravenous pyelogram. 

S. M. Vassallo 


PROTOZOAL INFECTIONS 


1281. Blackwater Fever in African Children 
D. B. Jecuirre. British Medical Journal (Brit. med. J.] 
1, 1117-1119, May 19, 1951. 14 refs. 


Blackwater fever rarely occurs in African children, 
though they have frequent severe attacks of falciparum 
malaria. The author refers to a few published cases 
and gives notes of 4 recent cases in young boys of the 
Yoruba tribe (Nigeria) aged 2, 24, 6, and 5 years respec- 
tively. They were treated in hospital and the first 3 


recovered; the fourth died, but his parents had refused . 


to allow a blood transfusion to be done. In 3, including 
the one who died, there was a history of irregular dosage 
with quinine by the parents, and the author suggests that 
the growing popularity of antimalarial drugs among 
Africans may lead to an increased incidence of black- 
water fever, especially in African children. The drugs 
will probably be taken casually, and prophylaxis and 
treatment will be inadequate for this reason. Another 
possible result of the improper use of these drugs in 
children in Nigeria is the occurrence of cerebral forms of 
malaria in adult life, owing to interference with the 
development of natural immunity. The conditions in 
Nigeria are probably different from those described by 
Garnham in Kenya and by Swellengrebel in Surinam, 
where the death rate from falciparum malaria in children 
is low. 

Only éducated African parents should give drugs to 
their children to prevent malaria, and proguanil should be 
the drug used. [See Abstracts of World Medicine, 1950, 
7, 557.) J. F. Corson 


1282. Blackwater Fever apparently Precipitated by 
Proguanil 


C. E. M. GUNTHER. Medical Journal of Australia [Med. 
J. Aust.] 1, 728-729, May 19, 1951. 1 ref. 


A European resident in Papua, New Guinea, had had 
occasional attacks of malaria over a period of 6 months. 
He was supposed to take 0-1 g. proguanil hydrochloride 
daily, but was irregular. In the week preceding the 
attack he took proguanil on 4 or 5 days, and on develop- 
ing a rigor he took 0-2 g. of the drug; 4 to 5 hours later 


he passed blood in his yrine. He had not taken quinine 
for 6 weeks preceding his attack, and then only for a few 
days because of lack of proguanil. Scanty parasites of 
Plasmodium falciparum were present in the blood stream 
at the beginning of the attack. G. M. Findlay 


1283. The Distribution of Anopheline Mosquito Bites 
among Different Age Groups : a New Factor in Malaria 
Epidemiology 

R. C. MUIRHEAD-THOMSON. British Medical Journal 
[Brit. med. J.) 1, 1114-1117; May 19, 1951. 4 refs. 


Anopheline mosquitoes mostly enter houses at night 
to feed, and this makes it difficult to get the cooperation 
of householders in investigations on the preference of 
the insects for different persons. In Jamaica, Anopheles 
albimanus bites outdoors as well as indoors, and especially 
at sundown and dawn. The author was able to make 
observations at both times on a negro family of 8 people 
—2 parents and 6 children, the youngest 1 year old. 
In the outdoor tests the father received four times as 
many bites (103 and 199) as the mother (25 and 49), while 
the youngest, a girl, received only 0 and 2 bites re- 
spectively. In the indoor test, made just before dawn, 
the father got 81 bites and the youngest child 3. The 
other children, except a boy aged 13 years, received 
fewer bites than their mother. Similar results were 
obtained in observations on A. aquasalis and A. bellator 
when biting family groups of East Indians in Trinidad. 

The infants were extremely sensitive even to the touch 
of the mosquitoes, which were shaken off before they 
could feed. Although children under 2 years of age 
are bitten much less than older children and adults, 
they may receive hundreds of bites in a year in a highly 
infested region; in such circumstances they are probably 
infected by mosquitoes which bite but are prevented from 
feeding. The low rate of infection of infants under 3 
months old has been attributed to inherited immunity 
or to some mechanical protection from bites, but the 
present observations suggest that the relative unattrac- 
tiveness of infants is an important factor. An adult 
gametocyte carrier could be, contrary to the general 
view, more dangerous to the community than a child 
gametocyte carrier, because he is bitten so much oftener. 

It is suggested that such unevenness of biting may occur 
with many other mosquitoes. J. F. Corson 


1284. Camoquin in the Treatment of Human Malaria 
R. M. MEIN. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 31, 212-217, March, 1951. 6 refs. 


1285. Mel Bin the Treatment of Tryparsamide Resistant | 


T. gambiense Sleeping Sickness: Observations on Drug 
Resistance in the Trypanosomes of the French Cameroun 
E. A. H. FRiepHeim. American Journal of Tropical 
Medicine [Amer. J. trop. Med.} 31, 218-235, March, 1951. 
2 refs. 

A total of 433 cases of tryparsamide-resistant second- 
stage trypanosomiasis has been treated with “ mel B”’, 
“ RP 3826”, or both; 393 of these cases (166 with 
trypanosomes in the cerebrospinal fluid) were treated with 
one of three drug courses: (a) one daily dose of 3-6 nig. 
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per kg. for 4 days, repeated after 7 days; (5) one daily 
dose of 3-0 mg. per kg. for 5 days, repeated after 4 days; 
or (c) one daily dose of 3-0 mg. per kg. for 10 days. It 
will be noted that the total drug quantities for each 
course are almost equal, and that this dosage is equal to, 
or higher than, that previously given to cure “ non- 
resistant ’’ cases. Of those treated, 97% were considered 
cured after a follow-up of 8 months and the remainder, 
relapsing with trypanosomes in the cerebrospinal fluid, 
considered mel-B-resistant. A new compound, RP 3826 
(a dithiomalate of melarsen oxide), was given in 40 
similar cases, in dosage varying over the following range: 
dose, 1-0 to 6-8 mg. per kg.; number of injections per 
course, 1 to 12; number of courses, 1 to 4; period of 
treatment, 4 days to 3 months. In 73% of the cases the 
dosage was pushed to the limit of tolerance as indicated 
by the appearance of albuminuria. In all cases trypano- 
somes disappeared from the cerebrospinal fluid at least 
temporarily. Within a year after treatment in only 
33 to 36% of the cases had the cerebrospinal fluid 
returned to normal. To 30 patients who relapsed after 
treatment with RP 3826, mel B was given according to 
one or other of the three schedules. Of those treated, 
in only one-third did the cerebrospinal fluid return to 
normal, indicating increased resistance to mel B after 
unsuccessful treatment with RP 3826. 

In the French Cameroons at least 2 types of drug- 
resistant strains are found; strains resistant to tryp- 
arsamide alone and strains resistant to tryparsamide 
and to one or more of the classical trypanocidal drugs. 
Resistance to mel B has only been observed linked with 
resistance to tryparsamide, never alone, and of those 
strains resistant to tryparsamide only 3% do not respond 
to treatment with mel B. This low figure is, however, 
increased elevenfold following treatment of tryparsamide- 
resistant cases with the chemically similar RP 3826. To 
obviate this danger of inducing mel-B resistance, it 
is recommended that insufficient dosage with this drug 
be avoided, as should the use of other compounds liable 
to induce mel-B resistance. 

Eleven cases of tryparsamide-resistant infections are 
described, together with their response to drug treat- 
ment. I. M. Rollo 


1286. The Blood and Bone Marrow Pattern in Sleeping 
Sickness in Portuguese Guinea 

C. TrincAo and E. DE Gouveia. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 31, 335-340, May, 
1951. 4 figs., 3 refs. 


1287. A Kala-azar Complement Fixation Test: its 
Diagnostic and Prognostic Value 

Huei-LAN CHUNG and NAI-CHENG CHANG. Chinese 
Medical Journal (Chin. med. J.] 69, 3-18, Jan.—Feb., 1951. 
7 refs. 


Antigens for use in complement-fixation tests for the 
diagnosis of kala-azar were prepared either from infected 
hamsters and moles or from human spleen. In the 
former case the livers and spleens were minced, ground, 
frozen, and dried from the frozen state. The dry 
material was pulverized, and extracted overnight in the 
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cold, allowing 10 ml. of normal saline for each 400 
The supernatant fluid was used as the antigen. In the 
latter case the spleen, which had been removed from 
a patient because his infection had failed to respond 
to treatment, was brayed and dried in the same manner, 
The dry tissue was then ground, and stored in a glass 
bottle at refrigerator temperature to provide a stock of 
material. As required, weighed amounts were extracted 
with saline in the above manner, and the supernatant 
fluid was used as antigen. Later observations showed 
that freeze-drying was unnecessary, and that simple desic- 
cation could be employed without much impairment of 
antigenic properties. 

A third type of antigen, prepared from fresh material, 
was tried, but was seldom used because it deteriorated 
rapidly. 

The technique used for the Wassermann reaction was 


followed in carrying out complement-fixation tests on 


the sera of 112 patients known to be suffering from kala- 
azar, and of a number of control subjects. The second 
group included normal persons, and also patients with 
hyperglobulinaemia, syphilis, and various other patho- 
logical conditions. 

The results of the tests on the kala-azar sera are 
analysed and set out in a series of tables under a number 
of different categories. It was found that (1) the test 
was positive, without exception, in all cases in which 


. Leishman—Donovan bodies could be demonstrated; 


(2) the positive titre of the serum tended to fall slow}y 
during the course of treatment; (3) the reaction may 
remain positive for more than 2 years after cure, but 
generally becomes negative within 3 years; (4) no linear 
relationship exists between the positive titre and either 
the total plasma protein content or the globulin fraction. 
The sera of 2 patients who had been ill for only 4 and 8 
days respectively gave strongly positive reactions; the 
diagnosis was confirmed later by the demonstration of 
Leishmania donovani. In all, 83 control sera were ex- 
amined, also with completely negative results. This 
group included 13 syphilitics who showed strongly 
positive Wassermann reactions, and 7 cases of cirrhosis of 
the liver, with increased serum globulins. 

From their findings the authors conclude that “ the 


test has proved entirely satisfactory and useful in the - 


diagnosis of kala-azar, particularly in its early stage. 
It also has a prognostic value in the follow-up of the 
treated cases and promises to be useful in the field survey 
of kala-azar ”’. J.C. Broom 


1288. Comparative Action of Terramycin and Aureomycin 
on Toxoplasmosis. (Action comparée de la terramycine 
et de l’'auréomycine sur les toxoplasmoses) 

P. Giroup and J. A. GAILLARD. Comptes Rendus 
Hebdomadaires des Séances de l Académie des Sciences 
[C. R. Acad. Sci., Paris] 232, 1457-1459, April 9, 1951. 
3 refs. 


Sabin and Ruckman (Proc. Soc. exp. Biol., N.Y., 1942, 
51, 1) showed that when Toxoplasma is injected into the 
skin it provokes a local reaction proportionate to the 
dose injected. The present authors used this technique to 
test the action of aureomycin and terramycin on toxo- 
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PROTOZOAL INFECTIONS 


plasmosis. Summers (Amer. J. trop. Med., 1949, 29, 
889) has already studied the action of terramycin on 
histoplasmosis of mice. 

The authors injected suspensions of Toxoplasma into 
the shaven skin of the flanks of rabbits weighing about 
2 kg. The suspensions were obtained from the peri- 
toneal exudate of infected mice. On the fifth day after 
the infection, 0-3 ml. of peritoneal exudate was drawn 
off and 2-7 ml. of 8-5% saline was added to this to give 
asuspension of | in 10, from which suspensions of 1 in 20 
and 1 in 40 were made. Doses of 0-1 ml. of these 
suspensions were injected into the skin of the rabbits 


The rabbits showed very intense local reactions. 
On the third day nodules which appeared progressed to 
necrosis. The animals died on the 7th to 8th day, 
and necropsy showed lesions of the liver, spleen, and brain 
containing numerous specimens of Toxoplasma. When 
rabbits thus infected were given aureomycin diluted in 
double-distilled water in doses varying between 50 and 
100 mg. per kg. per day by the intramuscular or sub- 
cutaneous route, the lesions were smaller than those 
produced in untreated rabbits, but they progressed in a 
similar way, although more slowly. When infected 
rabbits were given 100 mg. of terramycin per kg. per day, 
the reactions appeared slowly and were of: little im- 
portance. When higher dilutions [presumably of the 
Toxoplasma suspensions] were given there were no 
reactions. When the treatment was suspended at the 
end of 3 days the rabbits that had received terramycin 
survived, while those that had received 100 mg. of 
aureomycin per kg. per day, and the untreated controls 
also, died on the 8th day. 

All the nodules found in the untreated rabbits and in 
those receiving aureomycin were ulcerated, while those 
in the rabbits given terramycin were not. The survival 
of the latter was practically unlimited, and histological 
examinations made on the Sth day showed that their 
nodules had healed and were sclerosed; there were 
inflammatory centres round the blood vessels of the skin 
in which Toxoplasma was either very rare or present 
only inside macrophages. The untreated rabbits, on 
the other hand, showed inflammatory lesions, necrosis, 
and numerous inter- and intra-cellular Toxoplasma. 

The authors conclude that aureomycin only slows 
down the development of Toxoplasma, while terramycin 
not only stops the development of the cutaneous nodules, 
but also hinders the dissemination of Toxoplasma and 
permits the survival of the experimental rabbits, which 
were alive one month after the experiments. It therefore 
seems that terramycin is the antibiotic of choice for the 
treatment of toxoplasmosis. G. Lapage 


1289. The Treatment of Chronic Human Amebiasis with 

Aureomycin 

W.H. HALL. New England Journal of Medicine [New 

a J. Med.] 244, 496-503, April 5, 1951. 2 figs., 
refs. 


Studies in vitro of the effect of aureomycin on 2 strains 
of Entamoeba histolytica indicated that 50 yg. of the drug 
per ml. produced a significant reduction in the vege- 


tative forms. This was not due to any change in pH, 
but the effect of aureomycin in changing the bacterial 
flora present in the culture undoubtedly played some 
part in reducing the number of amoebae; these appeared, 
in acute experiments, also to be affected by the drug. 
The treatment is described of 20 patients, of whom 
19 had a chronic infection. One patient suffering 
from fulminating amoebiasis with hepatic abscess died. 
Aureomycin was given by mouth, 0-5 g. every 6 hours 
for 10 days: this was supplemented in the fatal case by 
0-1 g. intravenously and by emetine and _ penicillin. 
Ten patients had chronic amoebic dysentery. Symptoms 
and amoebae disappeared after one course of aureomycin 
in 7 of these; of the other 3, 1 became a cyst passer, 1 
relapsed immediately, and 1 relapsed after a short 
interval; the follow-up period was 3 to 14 months 


(average 9-4). There were 6 asymptomatic cyst-passers . 


in the series. The cysts disappeared after one course 
and have not reappeared. Approximately 5-5 stool 
specimens have been examined per patient during the 
(average) 6 months since treatment. There were 4 
cases of amoebic hepatitis or abscess. Only one re- 
sponded to one course of aureomycin, and the author 
believes that for this condition emetine or chloroquine, 
or both, should be given. No serious toxic effects were 
noted, but minor gastro-intestinal disturbances occurred. 
W. H. Horner Andrews 


1290. Amebiasis in Veterans 
H. C. Conn. Gastroenterology [Gastroenterology] 17, 
517-522, April, 1951. 12 refs. 


This author has studied the effect of aureomycin and 
chloramphenicol in cases of amoebiasis. [Details of 
these cases are not given, but they are described 
as “‘ mildly symptomatic”’.] The treated patient were 
generally re-examined once, twice, or thrice, 2 months 
after completion of the treatment. One patient was 
examined five times. Aureomycin treatment was given 
in 17 cases, 0-5 g. four times daily for 10 days, giving a 
total dose of 20 g.; 14 patients were cured by a single 
course of treatment, but another was found to be 
negative only after a second course of treatment. 
Chloramphenicol was given to 6 patients, 0-75 g. four 
times daily for the first 4 days, followed by 0-5 g. four 
times daily for another 4 days. The total amount of 
drug was 20 g. Three of these patients were apparently 
cured of their infection. 

Toxic effects caused by both these antibiotics in 
several patients were nausea, vomiting, mild diarrhoea, 
and pruritus ani. One patient treated with aureomycin 
and one treated with chloramphenicol complained of an 
extremely painful, smooth-red tongue and oral mucosa 
after 2 days’ treatment. In both cases the symptoms 
disappeared after discontinuation of the drugs. 

R. A. Neal 


1291. Amoebic Hepatitis Treated with Chloroquine. 
Report of a Successful Case in an African Boy 

D. B. JeLuirre. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 54, 114-116, June, 1951. 2 figs., 
12 refs. 
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FUNGUS INFECTIONS 


1292. In vivo and in vitro Effect of Aureomycin Hydro- 
chloride on Syringospora (Monilia, Candida) albicans 
M. Moore. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 37, 703-712, May, 1951. 7 figs., 
6 refs. 


After listing the toxic effects following the oral adminis- 
tration of aureomycin, the author reports the case of a 
patient with a complicated history of pulmonary lesions 
from whose sputum Candida albicans was isolated 
following oral treatment with aureomycin. Golden- 
yellow crystals resembling aureomycin were found in 
the centre of each monilial colony. When aureomycin 
crystals are brought into contact with C. albicans they 
produce temporary inhibition of the growth of the 
organism, and giant forms can be seen microscopically. 
Dilute aureomycin (0-2 mg. per ml.) has a stimulatory 
effect on the organism, and small, rapidly multiplying 
forms occur. Lesions of the mucous membranes 
following the intake of aureomycin are probably due to 
infection with monilial organisms. Aureomycin is 
specifically contraindicated in pulmonary mycosis due to 
C. albicans. A, W. H. Foxell 


1293. Atabrine Therapy of Histoplasma Infections in 
Mice 

C. C. CAMPBELL and S. Sastaw. Public Health Reports 
[Publ. Hlth Rep., Wash.] 66, 570-577, May 4, 1951. 
1 fig., 7 refs. 


There is a need for a drug effective in the treatment 
of systemic mycotic infections, and because of this need 
the effects of “ atabrine””’ (mepacrine) were tried on the 
growth in vitro of Histoplasma capsulatum and also in 
experimental infections in mice. Mepacrine inhibited 
the growth of the organism in vitro at a concentration of 
0-15 mg. per ml., and a dose of 0-6 to 0-75 mg. given 
intraperitoneally to mice had a significant effect on the 
survival rate of mice infected with yeast-phase histo- 
plasma organisms. Treatment was given daily for 30 
days. 

Although the survival rate was greater (59 to 72%) 
in the treated animals as compared with the controls 
(26 to 33%), viable histoplasma organisms were con- 
sistently recovered from all the treated surviving animals, 
a finding which suggests that the drug exerts a suppressive 
rather than a lethal effect on this organism. Since 
meparine is a drug the toxicology of which is well known, 
it would be worth trying in cases of human histo- 
plasmosis. R. Wien 


1294. Studies on the Communicability of Histoplasmosis 
J. A. Prion and C. R. Coie. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 63, 538-546, May, 1951. 
8 refs. 


Calcification in the lungs occurs commonly in the 
Middle West of the U.S.A. in persons who are negative 
to tuberculin tests. It is generally thought to be due to 
infection with Histoplasma capsulatum, although the 


INFECTIOUS DISEASES 


fungus has rarely been isolated from the lungs. The 
fungus has been found in many animals, and it has been 
suggested that it is transmitted to man from dogs. Skin 
testing of dogs in Ohio showed that 0-94% reacteg 
positively to histoplasmin, as compared with 66-5% of 
university students in the same area. 

Dogs which were negative to histoplasmin skin tests 
were kept in contact with dogs which had histoplasmosis, 
In one experiment 3 out of 5 dogs acquired the infection, 
and in 2 other studies 7 dogs failed to do so; 25 human 
beings who were household contacts of dogs with active 
histoplasmosis showed no evidence of active infection, 
nor did 8 laboratory workers who had had prolonged 
exposure to infected dogs. [Thus no evidence is pro- 
duced that the infection is transmitted from dogs to 
man.] L. M. Franklin 


1295. Nocardiosis and Tuberculosis. Problems of 
Differential Diagnosis. [In English] 

V. RitaMa and E, J. PAAso. Annales Medicinae Internae 
Fenniae [Ann. Med. intern. fenn.] 39, 250-262, 1950. 
6 figs., 7 refs. 


An interesting and rather puzzling case of fungal 
infection is reported from the Children’s Clinic of the 
University of Helsinki. A boy aged 64 years died in 
hospital as a result of a wasting disease in which ex- 
tensive lymph-node involvement was the principal 
feature and diarrhoea the fatal complication. Two 
members of his mother’s family had died of phthisis, 
his father of haemoptyses, and his brother of a disease 
similar to that causing the death of the patient. Cervical, 
axillary, and inguinal lymph nodes were enlarged, hilar 
and paratracheal nodes were visible on x-ray examination. 
Biopsy of a cervical node yielded tubercles with epithelial 
cells, giant cells, and fibrinoid and caseous necrosis. 
Abundant acid-fast organisms were found -by gastric 
lavage. Aspiration of a mass in the neck produced 
similar organisms. A culture on Léwenstein’s medium 
was said to have been positive; growth was rather 
unusually luxuriant. The Mantoux reaction was nega- 
tive to 1 mg. of tuberculin, and necropsy showed extensive 
granulomatous disease without caseation. The lesions 
contained numerous intracellular, acid-fast, filamentous 
bodies showing branching and clubbing, and resembling 
morphologically Nocardia asteroides. 

{It is unfortunate that reproductions of photomicro- 
graphs do not show the fungus clearly.] 

J. Robertson Sinton 


1296. Pulmonary Mycoses — Coccidioidomycosis and 
Pulmonary Cavitation. A Study of Ninety-two Cases 

W. A. WINN. Archives of Internal Medicine [Arch. 
intern. Med.] 87, 541-550, April, 1951. 10 figs., 13 refs. 


1297. Sporotrichosis. Clinical-and Laboratory Features 
and a Serologic Study in Experimental Animals and 
Humans. [In English] 


A. Acta Pathologica et Microbiologica 


Scandinavica [Acta path. microbiol. scand.] Suppl. 89, 
25 figs., bibliography. 


1-119, 1951. 
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History of Medicine 


1298. The Lay Outlook on Medicine in England, circa 
1800-1850 

Cc. F. Muxuetr. Bulletin of the History of Medicine 
(Bull. Hist. Med.] 25, 169-177, March-April, 1951. 


This essay indicates the attitude of the informed public 
towards medical matters as reflected in the book reviews 
which were to be found in various periodicals appearing 
during the first half of the nineteenth century. Specially 
referred to are the Gentleman’s Magazine, the Scots 
Magazine, the Annual Register, the Monthly Review, the 
Edinburgh Review, the Quarterly Review, the Westminster 
Review, Blackwood’s Magazine, Fraser’s Magazine, and 
the Journal of the Statistical Society. The lay demand 
for a specialized and experimefital approach to medicine 
is traced by routes which lead from Paracelsus, Bacon, 
Harvey, and Sydenham to.Bernard. Itis suggested that 
laymen constantly “ created an atmosphere sympathetic 
to theoretical discovery and its immediate application ’’. 
Social, political, and civic attitudes are briefly mentioned, 
and some of the special problems which vexed the public 
mind are discussed. These include venereal disease, 
drunkenness, bastardy, and Caesarean section. 

[This article discusses important problems that have 
never been adequately examined, but it is somewhat 
confused in its approach to the subject and uneven in its 
presentation. There are 23 footnotes, some of which 
add considerably to the information given in the text.] 

. Calvin P. B. Wells 


1299. The Beginnings of Modern Japanese Obstetrics 
I. VeitH. Bulletin of the History of Medicine [Bull. Hist. 
Med.] 25, 45-59, Jan.—-Feb., 1951. 9 figs., 13 refs. 


In Japan, as indeed in other countries, obstetrics 
remained largely in the hands of midwives until the 
eighteenth century. The pioneer in this field was 
Kagawa Genetsu, who published in 1765 the San Ron, 
or Treatise on Obstetrics, the first Japanese work of 
its kind based on actual experience. 

Until the sixteenth century, when Portuguese and 
Dutch influence began to be felt, Japanese medicine had 
followed the leadership of Korea and China. Moreover, 
until 1745 the study of foreign languages, and therefore 
of Western medicine, was forbidden. When the edict 
was rescinded many Dutch works were translated and 
used, and this had its influence in obstetrics as in other 
sciences. There persisted, however, two practices 
which were exclusively oriental—the use of the abdominal 
binder from the fifth month until the date of birth, and 
the employment of the rolled mattress as a delivery 
chair. Kagawa’s original treatise was elaborated by 
his adopted son, Kagawa Genteki, and republished in 
1774 as the San Ron Yoku, while in the same year there 
appeared Sanka Hatsumo, or Enlightenment in Obstet- 
rics, by one Katakura. A study of the text and illustra- 
tions of the latter work show that many of the figures 
are reproduced from the text-book of Heinrich van 


Deventer (1696) and that the text is derived from Smellie 
and others, as well as from the writings of the Kagawas. 
Kagawa described five methods of manipulation, and it 
is obvious that by the eighteenth century the midwife, 
in Japan, was becoming replaced by the male obstetrician, 
Kagawa does not suggest the use of forceps or other 
mechanical aids, but in 1821 Tatsuno Ryntei, apparently 
independently, invented a silk net comparable to the net 
devised by Pierre Amand of Paris a century earlier. 
It was not until the latter part of the nineteenth century 
that Western medicine was fully recognized and incor- 
porated in Japanese practice. Douglas Guthrie 


1300. A Librarian Looks at Cesarean Section 

M. P. Rucker and E. M. Rucker. Bulletin of the 
History of Medicine [Bull. Hist. Med.| 25, 132-148, 
March-April, 1951. Bibliography. 

This article is a general historical review of Caesarean 
section from the mythical births of Aesculapius and 
Bacchus to modern hospital practice. Caesarean 
section after death of the mother is discussed, and this 
is followed by “ primitive Caesarean section”, “ self- 
inflicted sections ’’, and accidental sections of the cattle- 
horn type. Operations performed during the “ surgical 
epoch ’’, as the authors call it, are noted in some detail 
from the point of view of technique, indications, geo- 
graphical distribution, and, of course, mortality rates. 
Alternatives such as symphysiotomy, pubiotomy, and 
induction of premature labour are discussed, as well as 
the evolution of suturing the wound. Bacterial know- 
ledge and effective haemostatic techniques caused 
profound changes in the approach to the operation, and 
mention of these leads to Porro’s first Caesarean hyster- 
ectomy in 1876. Next comes a description of the differ- 
ent schools of thought as to the extraperitoneal approach 
and the exclusion method. Indications for the operation, 
preparation of the patient, and problems of anaesthesia 


complete this competent article. 
Calvin P. B. Wells 


1301. The First Written Account of Caesarean Section 
Carried Out on a Living Person. (Die erste Schrift iiber 
den Kaiserschnitt an der Lebenden) 

E. Stispier. Geburtshilfe und Frauenheilkunde (Geburtsh. 
u. Frauenheilk.] 11, 186-190, Feb., 1951. 


1302. The Training and Practice of a London Patho- 
logist, 1637-46 

J. J. Keevit. British Medical Journal [Brit. med. J.] 2, 
231-232, July 28, 1951. 3 refs. 


1303. Medicine as a Social Instrument: Journalism 
J. GARLAND. New England Journal of Medicine [New 


Engl. J. Med.] 244, 838-844, May 31, 1951. 2 figs., 


13 refs. 
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1304. Women in Medicine: the Early Years . 
M. THORNE. Postgraduate Medical Journal (Postgrad. 
med. J.) 27, 355-357, July, 1951. 


1305. The History of Muscle Physiology. From the 
Natural Philosophers to Albrecht von Haller. A Study of 
the History in Danish. [In English] 

E. BASTHOLM. Acta Historica Scientiarum Naturalium 
et Medicinalium [Acta hist. Sci. nat. med.| 7, 13-256, 1950. 
31 figs., bibliography. 


1306. Notes on the History of Paediatrics in Scotland 
H. P. Tait. Edinburgh Medical Journal {Edinb. med. J.) 
58, 180-189, April, 1951. 15 refs. 


1307. The Centenary of the Val-de-Grace Sehool 
(1851-1951). (Le centenaire de I’Ecole du “ Val-de- 
Grace (1851-1951)) 
L. Jame. Presse Médicale [Pr. méd.| 59, 817-819, 
June 13, 1951. 4 figs. 


1308. The Medical Services in the Liberating Armies of 
General San Martin. (El servicio de Sanidad en los 
ejercitos libertadores del General San Martin, medidas 
sanitarias adoptadas durante sus campajfias) 

U. D. BATALLE. Revista de la Sanidad Militar Argentina 


[Rev. Sanid. mil. argent.| 49, 284-293, Oct.—Dec., 1950. 
11 refs. 


1309. The Basis of Turkish Medical History. (Les 
bases d’histoire de la médecine turque) 

A. S. UNveR and F. N. UZLUK. Acta Medica Turcica 
[Acta med. turc.] 3, 9-21, June, 1951. 6 figs. 


1310. Anatomy Transformed: a Study of Andreas 
Vesalius and his Work 

G. M. P. Fitzcisson. Irish Journal of Medical Science 
[Irish J. med. Sci.] 6, 166-182, April, 1951. 25 refs. 


“Few subjects are more worthy of study than the 
history of medicine. It is impossible fully to appreciate 
the essential qualities of our profession, its methods, its 
limitations and its ends without some knowledge of the 
process of its evolution.” Weare, in the words of Thierry 
of Chartres, “ but dwarfs standing upon the shoulders 
of giants”. This paper presents the transformation 
wrought by Andreas Vesalius in the study of anatomy. 
The revolutionary nature of his work can be appreciated 
only by being viewed against the backcloth of the 
anatomy of his day. Anatomical knowledge is here 
briefly traced from its beginnings, through the papyri, 
the Greek School of Medicine, and the Alexandrian 
School to Galen. The only original anatomical treatise 
of the Middle Ages was that of Kopho of the school of 
Salerno, who described the anatomy of the pig, supposedly 
similar to man. Anatomical investigation was restarted, 
1,000 years after Galen’s death, in the University of 
Bologna, the first “* modern” book being written by 
Mundinus in 1316. The first illustrated textbook was 
Joannes de Ketham’s Fasciculo de Medicina, published 
in Venice in 1493. Jacopo Berengario da Carpi published 
a commentary on Mundinus, which was virtually a 
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new textbook, in 1521. The only other pre-Vesalian 
work of interest is that of Charles Estienne of 1530, 
published in 1545. 

Vesalius was born in 1514 in Brussels, of Scots and 
Flemish ancestry. His father was a medical attendant 
to Charles V. He studied at Louvain University and 
then went to Paris. to study under Sylvius. Sylvius was 
a fanatical Galenist opposed even to the illustration of 
books. Vesalius soon tired of indirect knowledge and 
set out to find the facts for himself by dissection. It is 
not remarkable that in later years Sylvius grew to hate 
him for his exposure of the shams to which he had 
devoted his life. Returning to Louvain for a short time, 
Vesalius eventually found his way to Padua, where, after 
9 years’ work, he published the Fabrica in 1543. The 
artist who produced the wood-block illustrations was 
probably Calcar, though this is uncertain in spite of the 
fact that some of the blocks are still extant. It was pre- 
ceded by three other works: a set of 6 anatomical illus- 
trations, the Tabulae Sex, in 1538 (full of inaccuracies); 
a tract on blood-letting in 1539; and, strangely enough, 
a personal edition of the Jnstitutiones Anatomicae—a 
commentary on Galen by Guinterius, another Galenist. 

The great work De Humani Corporis Fabrica was 
printed at Basel under Vesalius’s direct supervision. 
The plates are more remarkable than the text, which 
runs to 632 pages, described by Garrison as “ a torrent 
of mediaeval Latin’’. The work is divided into seven 
parts, devoted respectively to bones, muscles, vascular 
system, nervous system, abdominal viscera, the heart, 
lungs, and brain. As a students’ textbook he issued a 
popular Epitome. Though the publication of this book 
marks the climax of his career, it is noteworthy that he 
was only 28 years of age at this time. The opposition 
excited by the volume drove him from Padua. He 
refused the Chair of Anatomy at Pisa and became the 
second Court physician to Charles V. He died at the 
age of 50 in a shipwreck off the island of Zante, where 
he was buried. J. G. Bonnin 


1311. Sir John Fraser and his Contributions to Surgery 
J. M. GRAHAM. Edinburgh Medical Journal {Edinb. 
med. J.] 58, 105-124, March, 1951. 9 figs., bibliography. 


1312. Valerius Cordus (1515-1544), the Author of the 
First German Pharmacopoeia. (Valerius Corsus (1515- 
1544), der Verfasser der ersten deutschen Pharmakopée) 
K. F. HorrMan. Miinchener Medizinische Wochen- 
schrift [Miinch. med. Wschr.] 93, 181-182, Jan. 26, 1951. 
1 ref. 


1313. Julius Pagel and the Significance of Medical 
History for Medicine 

W. PaGeL. Bulletin of the History of Medicine (Bull. 
Hist. 25, 207-225, May-June, 1951. 1 fig. 


1314. The First Woman Dentist: Lucy Hobbs Taylor, 
D.D.S. (1833-1910) 


R. W. Epwarps. Bulletin of the History of Medicine . 


[Bull. Hist. Med.] 25, 277-283, May-June, 1951. 2 figs., 
13 refs. 
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